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Kfc^tr, mmOo 

[m^m 2 ] huIBP e p 5 V K(i. 
( a ) 1 twffitto^BfeBB^J H<IW77^>K:ioT3 

( c ) W^m^r 2 tCfB«0 7 - y &c & v> l^iOT^ Mrt s \ 

kw;^^ Toot, ^^w©tt*^ri-*^ efciE^v^^K 

^Sc^ffctc: «fc oTrr- K2*l& n K ; 

( e ) mm^r 2 tcisao 7 < y wsffiitt-tztf y ^yf- ko, rnffira 

(f) (a) ~ (e) OV^tt^loOsKV^y^Kor^y^BB^Jlc^J- 

te^fc <H7o %-e*57 ^ swmmfrt>% *) > **o % 

[fS3t^ 3 ] ItrfSP e p 5 # V ^-/^ Kti, @B^!l#^ 2 <D 7 $ j W^M<0 
&mW*&tr, if ^ 1 tcfBfc^«t/o 

[»*#4] HufS#^(±, f«l, IBJllLVmt^ajB^^^tr^fil 

[lt*^6 ] TftffiP e p 5 #y ^T 9 ^ K$r a — K^^M^f^ 

(a) izmm.oiM&mi\ttzi*<z<D7 7y* > vmn*^irz> 
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(b) @E?!l#-^2 lcfB«OT5 y»E^ifel±f<077^ > h fca- K 

( c ) 2 fciBtto 7<y m@e^J k£v>t. i \>x±.<o n&\ 

( a ) b^o»* i ^mm<o^mm<o^ << x$zm&t tzim&Mitt 

( e ) BB^!I#-^ 2 HfBm<7) 7^7 Bfc£?!);d» 3: * # V KOSffiffltt 

(f) (a) ~ (e) OV^-ftL^lcx^^i;^^ VtfK^ b U >"^^ 

(g) (a) ~ (e) OV>f 1 oOjK'J 5? ^ 1/ tf Ki ?5:ttfOffi» 
£-a-tf\ If *S 5 tcffim<7)«^o 

m^.m i o ] -mm P 7 5# u kw\ 

( a ) @e^!J#^- 3 £ £li 1 6 fciB«0$[l*IB?ll<&* * l-*?- K & L < 14 
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(c) mzm^4$fzi±i 7 K&m<z>T $ smsmv>T $ ymiz&^T^ 
i£i±o7^t^ mm. Wto&*vfi&*s>*i#j:i)msiztLZ&*<b 

(d) E8l#3-3*fc«:l e^fBmo^iB^j^^^p^^i.^^y^^ 
t < X o T rr - K S *L* , ^ 7^ K ; 

(e) E3?J»^4tfel±i 7lcf2«c^T5ymiB^JOT^y^=Sr^i-^^ 

(f) (a) ~ ( e ) Ov^lo^f'J^T'f Kor^ S*BB?!l 

^Stl^iJO^ **l***l2 7 3f£~4 2 7tt*fctt2 7 4ft~4 2 S&OffEB 
Ml * & , fjf ^ 9 Kf3fcO&J&% 0 

[If M 1 4] mifiPe p 5* 0 y^yf-K^n-Ki-^^^ (±N 

(a) EBI«-3£fcttl 6 KEfcOttMSBIo* * V*?- K* fcfi^O 

(b) I^J#-^4 S^fil 7»=|E«OT5^iBEy!IOT5y»4fc|±-5-o 

(c) ffiyij#-^4£fc*ii 7 ^tefgoT ^ smmw<vT ^ ywttz&^x. 
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x&mfc*t:i*tt2.&& : HEmfc'T*$>2>, *°y % z v*^- k ; 

(e) Bfi#l#^4££fil 7\,Z$m<DT$. JMWM^T^ 7^f>^-&# 
y ^ KOffi*ira#:& n - Ylr 2> , X t? U^rf- K ; 

(f) (a) - (e) WftL^loO/f'J^^Vtf Kl^ h V ^v^r. 

(g) (a) ~ (e) <D^-ftifrl'D(DtfV Z?ls*^ytfzlZJ:<Dmn 

mittztt-$-2>m—m s &% < t & 7 o *) . mo¥ 

^f&tt^^i-^^y^y^- k^3- Ki-&#y * * l/^-^- k> 

f 3lfclil6 0^mie^J^*3^T. *tl<?tlZ ? V*?- Kill 0f£~ 1 2 8 
3ffc£fc«:l 1 1 3ft~l 2 7 7f£<7>f&B£-§-ii\ 1 3 KHB4ROftj£« 0 

>f >#y K*-£ti\ $j»<, 

[if ^ is] mm p 7 5 fflwa^i. k ^ >r 

( a ) ge^ij## 3 $ fctt 1 6 tcSB«o«8feK?!IO. *-*L-e*L* * K 

1 9 8{i~8 6 3tfc£fc{i2 0 H£~ 8 6 6f4& LOi-^O?^^ >ft:±c 
T3— K$*L*, jffy^^K; 

( b ) mmfe 4 £ tzit 1 7 icfSfc^T 5 y m@E^JO> Irtl^fiT 

2 9{£~2 5 0&£fc*±3 0^-2 5 1{&& L< lif<7)7 5^ > h 

spy*-??- k ; 

( c ) I5?!l#-§- 4 £ 1 7 fc3B«tf> T ^ y HBB?!U *ti*fiT 57^2 

9li~2 5 o^tftfis ofc~2 5 H2:K:fcv>-c. ito7?/^ mm. 
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(d) IB3«^-3 ttzli 1 6 ^fs^^sse^ijo, ^ti^fr* ? v*?- K 

1 9 8fi~8 6 3iit tz\±2 0 Hi- 8 6 6 teO* 79 4 L < {2*h7_ 

(e) ^#^4 ffciil 7l~fEi£OT^ym@S?!!^ *-*l-?*l7$ 

2 915-2 5 0fif £i*3 01&~2 5 Hi^^1"^> #'J K<7>. EftBH'fM* 

(f) (a) ~ (e) OK 1 o<7)*''J ^^f F^)7 5 / WJ W 
£^"ti\ 1 7 fcfBf&O&Jj&too 

i9] ttrte p 7 5 aaiian <r > * Q v ^ 7?- k @b?o#-5§- 4 1 

fctil 7«75;H, -?-tt-TtLT5 ;M2 9te~2 5 0^5fc^3 0&~2 5 1 
[iff*«2 0] Bt)IB^^{±s INHUME U8JflL«»#f 7ti±JK^«Sr^O«: 

. 1 7 ^sB«oaja«»o 

[»tS2 3] lufBp 7 5iWlft^K^>f V^V^-Zf-K^a-Ki- 

1 9 8^-8 6 3$L%fzl$2 0 H&~ 8 6 6fif tzlt^rVy 7 ? * > YWM*^ 

(b) K?U#^4 2fct±l 7^f5mOT^ym@B^J^. 

2 9&~2 5 Otet fcti:3 0&-2 5 1 &t fzl±^<D7 y 7* V \ fcn- Ki~* 
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2 912-2 5 OtiLt tzl±3 Oft- 2 5 HiK&V^T. 1J^±(7)7^^ S#l 

(d) SB^iJ#^-3 ;£ fcii 1 6 KUm<DM.mW.mo, Zti^rtiZ ? V^-f- K 
1 9 8f£~8 6 3'fit7^(i2 0 H£~8 6 4 *%tm*t iz&tt&Sk 

& , # V ^ * V * f - K ; 

(e) K?!l#^4f:fc»il 7 fcf E|ft<7)T 5 SWgm, Zti^tiT $ J M2 

K1"&> #y'** w^-^-k ; 

(f) (a) ~ (e) OV»ftL*loo#i; ^ ? V*?- VKX Y y ^je. 

(g) (a) ~ (e) <D\,*~ftifrl^><VtfV U^r^Vttzit^(D-mn 

®m®.*&ir z # v ^ y f - K £ 3 - v-t & # y •* ? v * h\ 
*#tr. if ^2 2 iciem^a^o 

#^f±, E^jtt 3i^ii 1 6 <DmnmM~&^x, z-ti-rtix ^ wfi 9 

8 ft- 8 6 3 fit fci±2 0 lft~8 6 6 ft OfEffl SS^g2 2 tcfBfcOlB. 

m^m 2 6 ] mm p 7 5 k ^ > *° y ^ k j±. nxi§tt-e& & 

> fit 2 2 KfBfteoaj»o 

[W^2 71 ttg*S§tSf;J60iit^ot, R h o GDI*" 

I9t^2 8] tusERho GDI4?'J^f KH, 
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(f) (a) ~ (e) (DKH^loo^V^T'f K<0 7 5 ^ ^U^Hd:^ 
2 9 ] MlBR ho GDI^'J^^f TO, BB^J#-^ 6 <D T ^ / 

m^m3 o] BufB^f^fi. m-mmm, mM.mm^ttzmm^^tf^ 
m^m3 1] wm*m&i-&tzft<Dmj&m~?$>^x^ Rho gdi^ 

[ft ^ 3 2 ] Biff BR ho GDI'f "ff- K £ =r - Ki~ &$[gfe$5^?-«: 

( b ) m?m^ 6 iciB«to r ^ y mie^jco r 5 y tz \±z<d 7 ? 7* > 
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^iD^iv^fe^^fts^j: y)m$izti2>'p*< Li* loom 

( e ) @b^ij#^- 6 ksb*&© r ^ y mse^Jo r ^ y & & *° y ^ ~?<f- k 

(f) (a) ~ (e) cov^-rtL^loo^<;^^l^#^Ktc^hi;>vi 

(g) (a) ~ (e) <7>\,*~?tifrlo<D#V Z ? Y-&tz.\±Z:<OW8k 

[IS^ 3 3 ] tuffiR ho GDItt, E?lJ#^ 5 £>£fEH Sr-g-tr, Iff* 

^ 3 i diaftottjfttto 

£%>i><D1?$>Z>, »f^l> 5. 9> 13, 17, 22, 2 7 4 tzii 3 1 <av>1* 

W£.K3ffljtt<DP e p 5 ^V^y-f- h\ Pep 5* 0i ;^7^ 
^Stfl^K p 7 5^V^y^-K^WLT#*fl9t:ffi2ftM-f- p7 5*°V 

^ >tf »; b\ p 7 5 jfffifl&ft >sK V K$r rr - K<f 

^> Rho GD Itfy^y^KfcitfRh o GDI#'Mrf Kta-K 
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M\ ^Ru $mttzi±^&Km%J%M:<DP e p 5*°';^^ b\ Pep5# 

ffil-^H^ p 7 5 #V K£a- Kt-**Bfefl^ 1 K«'LTW*WHffi5:ft 

HtF\ p 7 5 JM&ft K-* >f ^7°^ h\ p 7 Kp< ^ 

K^3-mtf^ x Rho GDI^'M/f K^it^Rho GD 

fcfcW£tc;^&&*<7)P ep5#';^f K, P e p 5 *K 

ST. p 7 5 jfJBJ&ft V ^y'^- >\ p 7 5 jHHJfefl. K;* -f »; ^ 

7*?- K"t*«BM^f-, R h o G D I ^7"^ K£ ± tFR h o GD 

P e p 5 jKV h\ P e p 5 *°'J^/f K£ rr- VtZ&Wttt, P 7 5 *° 

i ;^^K^LT#Hfi5tc:ffi5ftfflt-*H^ p 7 5 #V *<7*f- K£a- Ki" 
iSWH^^WLT^WUffiS^i-iH^ p 7 5*BJ&ttK*-f 

h\ p 7 5 ffll&ft >f V KSr a - a&Blfl^K Rho G D 


mtE# 2004-3037188 
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I ^7°?- K*3 «t D^R h o GDI tfV ^f^- K£ a- Vf&mfcttfrb tk 

*y h7-^0#^lC^^*OP e p 5tfV h\ Pep 5* 0 V^7°?- 

Kfca-K-tS&Bfea^K p 7 5 #y ^7°^ Kmittl^^S^fflt^B 

Rho GDI^'J^f K^i^Rho GDI#V^ 
7°^K£=/- K"#-*«il^^e>**#J: *)S&$*l*^3:< fcfc loom 

[If ^4 2] #^«^**L*-J-afci&o*y K^ot, 
(A) P e p 5 tfV^y?- V\ P e p 5 ^7^ K£n- K^^,^^^ 

p7 5*'j^ 7°-?- k km l rmm&) izmmm 1- & P 7 5 # y ^ 7 0 ?- k *■ 

XV-f??- h\ p 7 5«^K^ K£n- K1-&^®tfH\ R h 

o GDI*°'J^7'f K^iO'Rho GD I ^7°^ K£ 3- K1-£$ii^ 

(b) 

( a ) Pep5^'J ^7^- K\ P e p 5 ^7°^ K^rn— KI-fcjRBfcfl^fv. 
p 7 5#V^y^K^LT#*Wtcffi^^i--6H^ N p 7 5#V^fKt 
3- K1-4^m^T-^LT#^«Ii:^-f-4H^ p 7 5 «Bfl&^ >f > 
**'J ^7"f- H„ p 7 5 «^ 4 ftfV ^7°^ K& n - K1-*«BWH\ R h 
o GDItfU^r^KjsitfRho G D I *° V ^T'f K ^ n - Kf ^ 
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(b) «*BJ»*ffl*KA#£fM*?-&:DBk 

mot, gCfr&ii. £IT! 

( a ) @fi^J#-^- 4 * fcttl 7 \Z'J?tt <t^70 £ 

1 7 o %« ratt t?* * r 5 y mse^'J fc^a^ostfv^f-KSfcii^o?^ 

(b) 1 ^)*° 'J K tit 2 <D*°iJ ^^f Kt^H^l/^V^, 

ii^B^^4T k & tt a is-a- t itmrr % m 

mmkm^it, &tz#><Dm*tLTmfezti.2>. -n 

4 6 ] Iff 4 5 fciBtt<Z>1WSra : y-£-g'tr, *^»JlWft«ro 

[f^4 8] P e p 5#'J^f K*a - Kt*«ifl^> p7 5#'J 
^7°^- Kfcn- Kf SMJMH^fe *tfR ho GDI stfV^-/?- K£a- Vf2> 

*m t h wm ^mx $ titzmt mwtfr=F z&t?, ^ * * - 0 

[ff«*4 9] ft -^4 8 fcflB«0^ 

iw*^ 5 o ] 4 8 * - $ 

[Hfc&E5 i] if ^4 8 kib^o^* 

[it 5 2 ] mim 4 8 Kffifc?)^ * 9 - fc^tf , 
[ff 5 3 ] If jfcfi 4 8 Kiauso^ * * - -e^KIBIfe $ fttz, Wi®&M 
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[WRM 5 4] Pep5#'J^fK^- K1-*80K$3~K p75# 'J 
^7°^ K& a - Ki-^^^^T-^ i^Rho GDI *°'J Kirn — 

[0 0 0 1] 
[0 0 0 2] 

-a-nhn7^V«fe^- ( p75 NTR) it, n<^tet*&M%&.®l 

i'^T V-^" 7^X^0110. fcktf 1 

a - n > & j: & # )v z/ * a ffiwwmm&jmmsmf h th& ) zm-frt- & 

m*-&. i#frttl?r#i(7)it) o i&4E<DmftK&\i*"C^ p75NTR ( i 

> mmw&<7)mmKi>MMttitt>tix^2> 0 «^sht- (ngf) ngf 

Cft a n^f #^ a - n co#^#I^ltt^ (fll&tf, 

Wfcfc Rhoii. T^f >t^Wi^Ilpt^l£^GTP a s e 

-CabSo ^^tt&GTP^i^c&v^T, R h o li, T^^>|fflJJ&#^^g 

-f HN 1 0 e^^cttf/M^-^-n^t-^v^TR h o A^fSttft 

U — h7^7x^ h 2 9 3*HJ&K:mt£R h o AVi&m&WZ, Rho 
AOfttft & & tz h U £ <7> £ <h te. p75 NTR ifiWfifaQv > ^ )\,*m$k 


liiliE# 2004-3037188 


2003-092923 
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^tcio-c, s^i; w^jc (m 

AG) p 7 5NTR^tti»T?Rh o A£t&144bU *>x.K, &&flgj£- 
a - n i O^NH- a - n £> £ £ £ tit 

wm^^ 1 ; (OMgp) „ ttfK^effa^flio^-x 1 ; 

-Ofctr^-tt, p7 5NTR^tt-a-n>|:^ffltJ (Wilf, ^#f^ 
tt6^#iOit) o No goH:^-tI^MU:p 7 5NTR (4> ^ 

■r*£fca*^i&$*L-c\/*£ (^Jx.t^ 6 *s <t 7 i t ) 0 t 

[0 0 0 3] 

Rh oAli, y Kv^-rA^i^lWI^^jt^^ ictp 7 

5 n t r t msftm-tk ^ t $ ttx «r % 2 £#m<t> ^ 

t) o B^IRhoA (£*Ui. TOCGDP^l^^^ RhoA© 
#«tt«tt^-Ctt*v^) ©Mp7 5NTRi:TOlt^^T\ RhoA© 
Stt^*», RhoA^itfp75NTR Oit&M fcffiSltfUB ZZ£ 0** 
!^£*l&o GDP^iORho^Wftt, Rho GDPJSM£jqjft(l*> 
^1 (Rho GDI) fcftlftfflt«5 e iORho GDPIiliM^^ 

js? * v** Yffimmm* bmzMMntmt<Dm<DR ho* s? 

<D&mi<Z'&%lZtetz-f («ilf, ^#^m8^#M^-t) o Rho GDI 
t±. Rho7r5'J-©^ JRfctet£1-£?&14fc G TP^ll:t 

*$*L*£fc£fc&tf&o Rho^;^f*»l(;^v^ 
&3&Mfcm&Ztifz&, Rho GDIlt ^<DR ho* bM<&fc*1& 
J&U ^•LTlfflE@V"';HC^f4i-^ 0 Rho GDI77^'J -fcfc. < ti> 
3 0(7)7 4 V7*-A : Rho GDI«, Rho GDI^ ^i^Rho 
GDI 7 m o Rho GDI llEWCMU ZtiZxm$c2tiX^ 

S R h o 7 7 5 V - O^ >^^f ^ti:«StU Rho GDI/JiSi 
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[0 0 0 4] 

Dechant, G. &B a r d e, Y. A. , Nat Neurosci. 
5, 1131-1136 (2 00 2) 

imzmM 2 ] 

Yamashita, T. , Tucker, K. L. &Barde, Y. A. 
.Neuron 2 4, 5 8 5- 5 9 3 (1 9 9 9) 

Davies, A. M. , Curr. Biol. 10, R 1 9 8-2 0 0 (2 
0 0 0) 

Schmidt, A. &Ha 1 1, A. , Genes Dev. 16, 158 
7-1609 (2 002) 

imtwrttt 5 ] 

Yamashita, T. , Higuchi, H. &Tohyama, M. , 
J. Cell Biol. 157, 565-570 (2002) 

Wang, K. C. &K i m, J. A. , S i v a s a n k a r a n , R. , 
Segal, R. &He, Z. , Nature 4 2 0, 7 4- 7 8 (2 0 0 2 
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[0 0 0 6] 

mm i mik~r %>tz$> o^m 

[0 0 0 7] 

*&mmt>i*^ p 7 5NTR(;j ; ^ Rho ^j Ei ^ i ^ i ^ t | )o 
mvkB^ZtiZ^ p7 5NTR ( ^ Rho GDI«^f,RhoA©GDP^ 

j&m*w--r m&zm-to p 7 sNTRt^^^fj ^t^$^/f 

K(i> p 7 5 N T R c i Q tl^$ tt^ y ;v ^ {: Iff s 0 i^y 

o^-ffl * f&fcSU X $> t) # & o 
[0 0 0 8] 

^a-nhU7r/H:^-p75NTRji N -a-nfn7^ >^?>mc 
v> < = jr. y >^ (^x'J >&r£if* flf, NogoJJJ: 

hn7^ >ti % Rh 0®tt«:Ba#-r*ifctcJ:oT«i»Sj6#«*]W*U 
U'J>ft*^/^Rtt, Rh oAfciSteftU itLib^M^t^^ 
p7 5NTR^^^ o iit, *»9§#?>tt. Rho GDP»i 
*mfi>WRbp 7 5NTR^j|^ ffi5 ; W ; RhoA«f^| 
i: SracTo p75NTR£Rho G D I t OffiUflMg t;J\ S >ig 
^W^fJ^iiNogoCctot^^o P 7 5NTR (J> Rho G 

DPffimmu?>''s?wfrt><D'7i<'~}}s4tRh. o A<D%m£4%m-f2>o p 7 5N 

U # > K«\ Rho G D PM%mM ^W«t P 75NTR fc O WOffiSf^ 


ffiiE^F2 004-3037188 


#M 2003-092923 


16/ 


£: LTOPTtltt^-t- & e lot, p75NTRfc Rh o GD I fcOfflOfflS 

amtLTwrrum* -t%t>%ftmm, r/^w-e-^ mmm, mt&m., 

[0 0 0 9] 

tot, #»w»±^ s&T&fem't&o 

[0 0 10] 

(1) #^&#&l-&/ca6o&j»^&oT, Pep s^y^f-K^o 

[0 0 1 1] 

( 2 ) JhffiP ep5'f y ^7°^ Ki±, 

( a ) SE?!l#-5§- 1 ^IBSRO^SffiB^J R<IJ^77^>M:J:otn 
- K£*l&, #y^7^K ; 

( b ) w^m^r 2 \zmm<7)T < ; mmm W77^>h^tt 

( d) ge?o#-§- 1 ^iamom*@E^ij^^ <f ^gfcggfr^ l < ttw&atfe 
^ftSMfcK «fc o r 3 - k $ ti& „ # y ^ 7°^ K ; 

( e ) BB^J*^" 2 KffittOT 5 y &Emtt1-2> tfV KO. S^BPI 

#^y^:/?- K ; *7tt± 

(f) (a) ~ (e) Ov^^lo<7)^y^y°^K(7)T^ym@e^J^ 
[0 0 12] 

( 3 ) -LIS Pep5^'J^f E?!l#^ 2(0757 m@fi?!)<7>£-$£B * 
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[0 0 13] 
[0 0 14] 

(5) *fe*oajft»-c2boT^ Pep5#'j^yfF^- 

[0 0 15] 

( 6 ) ±|BP ep5#'J^fK*3 - Ki-^^m^T-ti. 

( a ) @e?ij#-5§- 1 tci m<vi&mmi\ t tz t± -eo y ? > mb^ij z^-t & 

( b ) IB^J#-^ 2 KfBlfcO 75/ mmm $ tzteZrVy 9 ^ > h & 3 - K 
#y**l/*^h\ 

( c ) Sfi^iJ#-^ 2 fcfBJfttf) 7<y m@2?!J ^^^-C, 1 JgJLttf) 75/ BR**. 

#y v*?- K ; 

( d ) @e?!i## 1 KfBfcO^IE^iJtf)* T"^ 4 x mmfct tz imS-Mitt 

( e ) 2 kkiso miB^j^ h % & *° v ^ y?- wmm m& 

(f) (a) ~ (e) W-ffLfrlontfy X9ls*mzx h'J 

> h ^MTON^/'J ^ X U ^o^^e<jfiH4*^r-tS *°y K£ 3 

- K1-«#U J* * l/^-f- K ; i tzii 

(g) (a) ~ (e) <D^-ftifrl-o<DtfV X? \s*^V$fzltZ:<Dfflffi 
%&mzH1-&m— < t i> 7 0 %"C**fltffeE?lW>$>& 0 „ j^o. 

w *§f£ * ^rf £ # y ^ y°?- k * a - K1~ & *° y * * v ^- f - k , 

[0 0 16] 


tiJiE# 2004-3037188 
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18/ 


(7) ±ffiP e p 5 K!: n - Kf^M^i, mm^KDm 

[0 0 17] 

[0 0 18] 

[0 0 19] 

(10) _h|B p 7 5 jK y ^7°^- Ktt. 

( a ) SE^iJ#-^ 3ff:lil6 ^fB^<7)^m@B^J<7)^ * 1/*^ K & L < It* 

(b) E?!l#^4£fcW:l 7lciBmOT5ym@E^JOT^ym^ L<{±-e 

(c) mmtt4ttli±l 7 KUm<OT $ smEBM<OT $ S&tei3\t*X* 

(d) @2^J#-t3 £ tzitl 6 K&ft<Dj^Bim<DX ? V<OX7? J 

( e ) a tmt l 7izmn<D mse^jo &&*rt& *° 

(f) (a) ~ (e) ©^Wlo^'J^/f K©7 5 yflfcE3?!lfc** 
[0 0 2 0] 

(1 1) -hfBp 7 S^V^^Kte, HE?«#^4£;fc»±l 7^T5/miB^J 
Od*^ -e*L-r*i2 7 31£~4 2 7tetfc»42 7 4&~4 2 5ffiO*&ffl£'g'tN 

ffiiE# 2004-3037188 


#H 2003-092923 


^-v : 19/ 


[0 0 2 1] 

(12) ±ie^{i, ^utii^ m&L^m^t tzmmmz^trvm^&z 
. 9^tfimoia^o 

[0 0 2 2] 

(13) #^£??£1-&7t#^«%^&oT, p 7 5 ^7^- K£ =r - 
[0 0 2 3] 

(14) _tfSP e P 5*°'J^f^3 - Kf 

( a ) 3 i i 6 nfem<7>*£s@s?ijo;2 ^ 

(b) E?!]#-^4 tfcfil 7t:fet<7)T^ylE^7 5ytif:l^(0 

(c) ie^ij#-^4 s feti i 7ic|g^T5ymse^jcoT5ym^^v^r. 

( d) E?!!#-^3 £ fcf* 1 6 JcgBttoffi3IE^jO£ ^ Vox?? <i 

(e) E^J#^-4 £ feti 1 TfcffittOTSyafeE^JOTSygfe^&fc&tf 

(f) (a) ~ (e) ^v^tt^loo^U^^i^^-^K^^ f'JVvi 

- # V * * K ; S £ Ji 

(g) (a) ~ (e) OV^-ftL^loo^v^^i/^-^-K^Ttfi^^^ 
E^^Wi"* 1^— < t & 7 0 %-e&&i£*E^J^£>& . ^o, 

frbtez&xioMI&iztiz, 7 7V*1-Y\ 


miiE^2 004-3037188 


#0 2003-092923 


^-v: 20/ 


[0 0 2 4] 

(15) JtfE p 7 5 # V "^"/f- K $r 3 — a^m^fi. E?!l#^ 3 * 
fi 1 6 <9$tBfcE?!IKi3v>T\ -e-tL-TtL^ ? Kill 0{£~ 1 2 8 3tiL*fc 
ii 1 1 1 31£~ 1 2 7 7 fcOfaH il 1 3 £E4tO#UftKr 0 

[0 0 2 5] 

(16) ±tBW^(i> #«ts^ mihmm^ztzimft®*&trtmK$>2> 

[0 0 2 6] 

(17) #g^t^^:*©«tt$)ot, P 7 5lWF^^>'fV 
[0 0 2 7] 

(i 8) ±tsp 7 5mnmv*4>te, 

(a) E£>J*3-3*fc»±l 6 tSB«o«»E99o. ^-tL-r^^lx^-^-K 

1 9 8{£~8 6 3ii^ tzi*2 0 lf£~8 6 6f£& L < (if(D7 7^ ^ 

(b) @e^ij#-t4 4^{±i 7^cfe«<7)T^ymMB^J<7)^ ^ti-ettr^m 

2 9f£~2 5 0fi4?t«3 0l£~2 5 1{£& L<li^077^ > h ^-T^»> 
ft 1 )*'??- K ; 

( c ) @£^J#^- 4tfelil7 CEf<^ 757 mse^'J, tL-ettr 5/f2 
9f£~2 5 0{££ fc(±3 0{£~2 5 1 {£ ^Js^T. 1 £Ut<?T ^ J W)\ 

( d) @B3«-5§-3 $ fete 1 6 ^fS^^g^iJ^ ^ti^ti* ? V*?- K 

1 9 8fc~8 6 3te;££te2 0 Hi- 8 6 6te<7)X *$3£#*> L < {£2*3; 

a^T&^ffc^se^ij ciot3- k § > aK ^ ^ k ; 

(e) E?!l#^-4£rt:t±l 7^fB^OT^ ym@B^!iO, **i-P*L7 * >>Bfc 

2 9f£~2 5 0te$tfr{±3 015:- 2 5 lffcM"*-*#V K<*\ 8*1 EMM? 
V^ 1 /^ K Ittzlt 

(f) (a) ~ (e) OV^-ftL^l o©*^^ </BfcE?!lfc*t 

£BiE# 2004-3037188 


#fl 2003-092923 


^-v: 21/ 


1 7 Ktm<D®.m<®)o 
[0 0 2 8] 

(19) _LiE p 7 5 mmft Y*jy # V ^y°^ Ktt, 4 f fc(± 1 7 

^T^/i, -ett-rtir^ yf2 9&~2 5 oft$£*± 3 ote-~2 5 H£<d$&h 

[0 0 2 9] 

(2 0) ±ie^M{±, ^mmm, mMmmmttzmmmz^t?vm^$>2> 
^ isi 7^ie^<7)a^% 0 

[0 0 3 0] 

(2 1) ±t£p 7 5mMM-V*4>tfVs<7?-Vt±, BT^tt-e^-i), in 
7 KffiHtOM^o 
[0 0 3 1] 

(2 2) w&^^&tz&com.jmi-eh'oXs p 7 5$bji^f^ 

[0 0 3 2] 

(2 3) Jtffip 7 Kj* -f >t'V^y°^ K£n- Ki-a^gl^WU 

( a ) 3 3 tz\± 1 6 ^IB«0^*iB^J<7), -e^-TtL^ ^ 1/*?- K 

1 9 8fi~8 6 3&i tzl*2 0 lfi~~8 6 6 fzli^<D 7 y 7* y YmUZ^ 

(b) @s^j#-^-4 *7ti4i 7^fB«or^ym@s^jo, ^-ettr^y^ 

2 9{£~2 5 O^f fc{±3 0fi~2 5 1 tzlt^Oy 7 7* > h Kf * 

(c) BE?iJ#^4ifcf±l 7fcE*W>7 5v'BIE?(|«\ **L-r*L7 $ ygfc 
2 9fi~2 5 Otef f:ii3 0fi~2 5 lt(:i5V>-C, l£l±07?yf^ g& 


tbSE# 2004-3037188 


mm 2003-092923 


22/ 


1 9 84£~8 6 3&£ fcl±2 0 Hi- 8 6 6 &<7)Z> -i xmgcfei izi±M^ 

fe^ge^ffc-e* & ^ # y * * v * ^ k ; 

9ft~2 5 0&£;fcti3 0{£~2 5 1 fofrb #y KO«ffl|SM$* 3 - 

KfS> #y js^v*?- K ; 

(f) (a) - (e) <Wf tL^l % ? KK* h V 

- K-f£ *°y * * I/*?- K ; i fzi* 

(g) (a) ~ (e) *>w$**lj&*io«>#i;x* U*3-Y*?zi**:<Dmn 

]g@ 2 2 tCBfi^oa^tTo 
[0 0 3 3] 

(2 4) ±|Bp 7 5#fflJ!a^K^-r >*y ^"/^ K*3- *«BK^tt. 
Sa^iJ#-^3 f fc« 1 6 ^m@e^iJ^i3V^T. * 1^7- K 1 9 8{£~ 8 

6 3$L*?zte2 0 lft~8 6 6ft<0$gffl£«£tN ^@2 2 ^ffi^&j&^o 
[0 0 3 4] 

(2 5) ±IB«ti, ftttlRfe ISJfiLWI^#*^(±M^^^-tf^^^>^> 
[0 0 3 5] 

(2 6) ±IBp 7 5»^K^^>^y^^K(i> 2 

2 £SBfW>&J&»o 

[0 0 3 6] 

(2 7) Wm*W&i- &tz&<DmM%l}'e$><2r, Rh o GDI^V^f 
[0 0 3 7] 

(2 8) ±f£Rho GDI^J^fhU 


ffifE# 2004-3037188 
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23/ 


(c) mm-^eKmm.or $ y^mm<or< smk&^x, i&±<dt 

S8k tt:teJ:t^^fb&&lf <fc «9^$tL^/j,^< t$> loot 

(e) mm^ 6 Kmm.<DT $ ymw&}<vT $ ;m.z#i- k 

(f) (a) - (e) <D\/*-fM* 1 oo^'J^T'f Y<DT 5 /g£SB^!Hc2t 
1"^ 1^— < £ £ 7 0 %-C ab4 T 5 J h & «9 , ^o, 

Sr-S-tr. 2 7 tcffi^a^t/o 
[0 0 3 8] 

(29) _tffiR ho GDI^'J ^7°^ Ktt, 6<DT5.y 
[0 0 3 9] 

(3 o) ±fB#^{i, ihumk jswf $ 7t \±mw&^tfifm £ & 

[0 0 4 0] 

(3 1) WMZWiki- ZfzttXDm&yiJX-Jb^-Z^ R h o GDI-f'J^^f 
[0 0 4 1] 

(32) ±ffiR ho GDI*' 1 ; iff- — Ki~ -S^Bft^f-Ji. 

( a ) 5 KfBJftO^Eydo* ^WKJ^Iif©75^> 


mgE#2 004-3037188 


!$m 2003-092923 


: 24/ 


(c) iB^ij#-§-6 tcfg^T^ sm.mm<DT$ ym^^x, i&±<or 

( d ) IB?!I#^ 5 Kf2f^:&^B2?!lO j* ^ y ^ 4 
tz Ittt&MU^mfcT? & & , # V * * !✓ * K ; 

(e) iB^J#-f-6 fc|fflR©7$ ^miB^loT^ y afe^ ^'/^ K 

(f) (a) — (e) Owfift^l o^^'J j* ^ 1^^-^- KJCX h y 

- K-t-s # V x * K ; $ tzli 

(g) (a) ~ (e) W-ftifr 1 ^>(D#V j* ? Yt1z\±*V>ffl& 

[0 0 4 2] 

(33) _tfBR ho GD I ii, mm^r 5 <E>£f£H£#fc\ fg31 Kfg 
[0 0 4 3] 

[0 0 4 4] 

(35) ±ia#^if4^ #0^fe#s<^ ia# ^^^tct^^o 

^ liK 5, 9 % 13, 1 7, 22, 2 7 4fcJ4 3 lOi/vftt^lEfc 
[0 0 4 5] 


tb!E#2 004-3037188 
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25/ 


(3 6) #gmt4^*©*ifeT*ot, 
H&£^r3&a:4<0P e p 5#V^"/^h\ Pep 5 #V K* a - Kf^ 

^Bfefl^ p 7 5#y^^KH*tLT#*»K:*Sftffl't&H : ?-, p7 5**'J 

^K^^V^V^^K p 7 5iM > *°'J ^-/f n - Kf^M 
Rho GD I tfV^y'?- K£ XZ/R h o GDI#';^f Kta-K 

[0 0 4 6] 

a 3 6 ^tam<7)^feo 

[0 0 4 7] 

(3 8) Wft^tt^JR^ IMSfctttftJ&O^Br. TO. ftff^ttW^ 
TO> ^Si/cii^^^j^fi^P e p 5 ^)^-ff- Kn P e p 5 *° 

ffli-^H?-> p 7 >f yt'v f\ p 7 smnm j ^ 

K^n-mtSI^ Rho GDI^V^f K^i^Rho GD 
[0 0 4 8] 

(3 9) tti^Wfel WMMfcfcMfc»*>iM^ TO, ^StTtii^mo^ 

mm, to. tmttzi±^mzm%]%:S.<op e P 5 tfv*-??- k. p e P 5 *° 

P 7 <i ^"ff- h\ p 7 5«#f- ^ 

thtiE# 2004-3037188 
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^-v: 26/ 


yf-K*3-K-r*«W^F, Rho GDI^'J^f K^irjfRho GD 
[0 0 4 9] 

(4 0) WSIfflJ&O* -y h^-^OflMH^^CDjlajsa^-C^or, 
P e p 5 # V ^-f- h\ P e p 5 #y KSr a - &«BI^> p 7 5 *° 

p 7 5IM ^ 'f K^n - Ft-SiH^ Rho GD 

I # y * i tfR h o GDI*'J^fK*a-Kn «B^F* S> * 

[0 0 5 0] 

(4 1) W^mm,<D^y f 7-^<7)Sf ©/:fc»JSt^)ot, 
^ ^ h7-^^)fi}:f^f(7)p e p 5^1;^^ ^ p e p 5jj*i;^y^ 

i\ p 7 5* K*3- Ft^M^^LTtlWCM^t^l 

3-K-f£«tf^ Rho GDI^V^f-K&i^Rho GDI#'J^ 
^K*3-K«*BI^*»&**»J:»)a^$*La^< fc* low* 

[0 0 5 1] 

(42) #s^w^**fcfi-t*7feie>o^^ ht*ot, 

(A) Pep5*'J^f Pep5^'J^f K^n-Knt^, 
P 7 5 *''J^^ Ki:ML-C#^^S^t-l>H^ p 7 5*°i;^7°^K£ 
a - Kt ^ W^fm LT!Hifi^:TOIt ^> , p 7 5«Ufcfl.-K-*>r >- 
^U^^f-K, p 7 5lMK^/f v^'j^f K^a- KtSt®^, Rh 
o GDI#'J^fKi3J:afRho GDI^J^fK^n - K1"£^# 

tbiE# 2004-3037188 
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^-v: 27/ 


(B) ±MfflB&miQ&f-t&fc*><om& 
[0 0 5 2] 

(4 3) #«^»«A****r*/iie>^ft"e*)oT. ±IB*ffitt. : 
( a ) P e p 5 #U ^"7°^ h\ P e p 5 #y ^7 0 f- K4r 3 - Kt^^bfriK 
p 7 5 ^yf - KtcMLT#^W^Sf^fflf p7 5^V^f Ft 

*° y ^ y^- b\ p 7 5 iffli^ <i > # y ^-7°^- K£a- K-t £ ^Bbfr^ r h 

o GDI #V- r <~7'?- VteXXPR h o GDI #y ^:7> K«r a - Kf*«Bfc^ 

(b) ±Mia*a^_Lifim#^s*-r^x@. 

[0 0 5 3] 

(4 4) #ft^*fl§»^&H^*ra^t-*^*o^^y-->^^sfe-tf* 

(a) E?!ltf4f fctel 7i:^< i: * 7 0 %fflP5tt-ea&* T 5 7 BiE^SlSr 
m-tz^ l o#y i-f*- v*fc&*<D y^tftyy te&TFWM^ 6 < t 
& 7 0 %i^ltt^l. 7 5 / ttt^f2 O^'J ^7 8 f Ki/dif ^7 7 

( b ) _LfBfH 1 tf>*° y ^7'^ K t _h|BH 2 o#y K t <on<D&& V^;v 
[0 0 5 4] 

ttliE#2 004-3037188 
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^-v: 28/ 


(4 5) 4 4KUWWJjmz£vXmfeZtL& > ifHf 0 

[0 0 5 5] 

(46) MB 4 5 fc|B|ft<DlPI»H^*'£tr, X3*ttjfejftttr e 
[0 0 5 6] 

(4 7) #&3&ft£«U »#*3tttttJRSr, ^Hr* o 
[0 0 5 7] 

(4 8) P e p 5 sKU 1*7 f- K£ 3- K^^Bb^F > p75 * c *; K 
fcn- Ki-^^Bfe^fei^R ho GDI *KlJ Kfcn- Y-tzmSLtt 

[0 0 5 8] 

(49) ^§4 8 Ktm.^? BMo 
[0 0 5 9] 

(50) 4 8Kf2m<Z>^ j&l&o 
[0 0 6 0] 

(5 1) ]gB 4 8 KKttO^* lR$o 
[0 0 6 1] 

(52) 8^fgmo^^^-^tf, 
[0 0 6 2] 

(53) 8izum.?>'<??—?Mmm&ztifz, wm&mh?>xi? 

[0 0 6 3] 

(5 4) P e p 5 **V ^^f 3- KtStS^f, p7 5#'J^f K 
£3- Kf i^S^f-iSiOfR ho GDI #y ^7?- K^rr- K1-&J&8fc55^ 

[0 0 6 4] 


tBfiE# 2004-3037188 
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^-v : 29/ 


[0 0 6 5] 

(Mm) 

^mmm^&^x rp 7 5 v^^-;H5?t^s&j tit, <^v>&$t?y^?M 

tilled Vtib i>l*^l$ikL%^%L$L*i>tib1r* *-Xa^% p 7 5 

^-M^m^jE&ti. n!6 *mmLxm.w~t& >m%k* >^?M&t> 7 5 

Kfpffi1"& t> p 7 5 ^URh o^13Ht£*K & & 

[0 0 6 6] 

^B«»^i3V^-C TPep5j £fi> pTS^IlF^K^^V^t^it 
KJ:lK p 7 5 K«fc&R h o^vStt'fk^iaWi-^^^ KSrV^o Pep5)J, 

ft^ift^ @e^ij#-f-i (uts^@e^j) £«fctf@e?ij#-5§-2 (r^ymsB^ij) 

*K P e p SOfcMftK^Zti&o Pep 5<7)^^^i: LT(i, $JxJ£\ 
[0 0 6 7] 

^HJ^#^^v^T Tp7 5NTRj tt±, -a-nfn?^ >Hr^-t* 
mmto&OWmKM^-'t&o ia-nbn7^VW- (p7 5NTR) ji 


fcBlE# 2004-3037188 


#H 2003-092923 


t-i? : 30/ 


[0 0 6 8] 

*9§*B*t-i5^f Tp7 5j li, p 7 5NTR^^fB#tCi3V>rsm^rtl^ 

o->^;W£ji£^H-&. p7 5lt @5 

3 i tz \t 1 6 (%SfcB?lU ZrtL^fiiz Hfctt^yf) £ i tfEW* 4 
Jfclil7 (T5y^@£?iJ> Zti<?tL\z Y i tz\t^ y Y) K^WMi^ U * 

rtfc-&t*LS 0 p 7 5©&!»¥toi&tefc ttl±, -a~nhn7r/i: 
10 0 6 9] 

fttLt^lTv^p 7 5©T5y*WM}:$)»^v^ 0 p 7 5 

m^K^-f>{±. ft^wtd. iesw^-3 mmmiu <^niof~i 

2 8 3&3: fc*±K?!l#-3- 1 6 77h) 0 1113^-1 2 7 7^ 

*tfBBF!«HM (TSyMB^U t Y) <V 2 7 3{£~ 4 2 7&> *^t±ffi^l#-^ 
1 7 (T^/MIE^ 5? h) 02 7 4f£~4 2 5f£^-t@B?!l&^ U 
|PW77^r/Fy/;, &WWffite**-**RtK p7 5WK^ 

jxo&mntttfi&o p 7 5iM^o«^itatii, m 

[0 0 7 0] 

M TRho GDVmmfflM? "sWftl ttzit [Rho GDI J it, 35 


ffifE# 2004-3037188 


<Wm 2003-092923 


: 31/ 


HlOZb) oRho GDItt, Rho77^'J-^)^ >v** WkfrtifiL-f 

0®tt»»**K»r^v>-r^flH4^IRKS£ift**L^ % R h o GD 1 14, ^<7)R 
ho^W^ftt^MU *LT*UI&jr/*fc<Etfc-*-*o Rho GD 
'Ptt < ti> 3O(07^f V7t-A:Rho GDI Rho 
GD I XfR h o GDI r m o Rho G D I a f4. SfcWfcH 

— Rho GDI^iSitfRho GDI 7 (t - > £ 

^•To Rho GDI (4, ft&Wfc, @B3W§"5 ($[IftE?ll) i3iTO^iJ#-^6 

»f»jStt*tni!l^ Rho GD IO5feftrtH^itL& 0 Rh o GDI 
^W^Wffitti: LTti, Will GDPi^lR h o If^^l,^ 
-€-*Lt>H|R^$tLi*^ i ^fcifr&tt, GDP-GTP Exchange 
A s s a yOXo %T y *4 X'M%.~?2> Z ttfX^ 2> 0 
[0 0 7 1] 

*9MMFfci3V»T [MA GJ £ti, myel in-associated g 
lycoprotein <DVfcXh . * V zfy*> Fot^fh -ya7 ^IHJi&^M 
±K#£-t*tt* Sfo MAGfl, ft^Wtw^ @E?!]##7 0K86BE?!l 

) &£V t wm& J $S (TSSWEim) KTFlrmtZftL, *(D&&<#&£&7<7 
> hi>tfz, &MB&tfim&**?t MAGCJlftrt^fW, MA 
G©4**«lffittk LT(4, Wx.lf, #j|i^fe#aiffi##^»ffefL«^*LfeK: 
RB5e£*L?\ 9 fci§tet± % ^MMlc^-CR h o £f£ttfb1-& i &fg 

[0 0 7 2] 

*mffl*K$s\,*x TNogoJ tii, t'J^>Knt^ho»I±i:^lE 

~t&, 2mWknMm?>ss?n*^ > >o Nogoit ttmsK, m 

4^7y^^>h^$7t. &4fe^WStt**r**|R»K Nogo^lrt^f 
foha Nogo«^fttLtli, Will ttMl&0£&ftM#4q£ 


£iilE# 2004-3037188 
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^-v: 32/ 


ZMsZTytj* t* -eiM^i" tfx* § & o 
[0 0 7 3] 

mm TRhoJ T^f ^fMi^lft^WGTP a s et 

«\ ^#W^m3i3J:^4^#HS^ii:) o R h o it, ft^tt*^ J^Tl~lft^-f 

-jRho A?>@e?ij-e&&, ss^j#^- 1 1 mmmn) vmm^- 12 (r ^ 

fStefc^rt&KlK Rh o<Dfemfo^Zti&o Rh oO^^^^t LX it 

^-7^*-* W^JC£ffiv*£A ffinity Precipit 
a t i on mm&itm <D £ 7 %T v Jz4 T-Wfc-fZ Z ttfX>% & 0 
[0 0 7 4] 

fflsSBS^CiS^-C TRhoAj tit, Rho77^J-Or/^-t*W 

t?*>i9. ft^wtw. mmm^i 1 («»k^) ^trEW^i 2 (r^ymie 
m-r&m.*), Rh oA<D^mm^tfL^> 0 RhoA©4»fWjSttfcum 

fttt, X7 x ^ ^ - ^ II:lv^:ifDtt» J; ^Ty-b'f'CilJgn 
[0 0 7 5] 

2MMBI»te*v>T TGTlbJ £fi> 5ST>^V KO-lTJbS^t?* ») 
<7) * 9 P 7 5 ^©jg-a^llfcO -csjj&t & ^ &x # & 

o 

[0 0 7 6] 

«3*ffl#l-£^T Tp2 1J tit, t^'J«tt^>^g^t-^> 

miE# 2004-3037188 


#0 2003-092923 


^-z?: 33/ 


(cycl in — dependent protein kinase 
inhibitor) O— "9 > BU£WA F 1 t tzitC i p 1 t 

*l& 0 p 2 i ii, ft^rn^ 3 (^mse^ij) *3 4:£>WJ#-5§-l 4 (T 

[0 0 7 7] 

, P 75NTRtRho GDUWffiM^ttt^i^v^o 
-Tlx > -9- J {4, 75NTR^ Rho GDI iiO^^Iftffl^f if^B^ 

[0 0 7 8] 
[0 0 7 9] 

gtiSfc, ^*7t{4AX^^^$tL7tT5ym^ i ;^-^^i-^> 0 -e-o* 
^^ftU^ #H;U4\ ^;l^7^f K^f^. ^'Jny;WL JKJMk T 


ttiiE# 2004-3037188 


#M 2003-092923 


i-i?: 34/ 


[0 0 8 0] 

$ (4 rtHWfctf V % 9 V * *f- KJ *#tr o V rf * >7 V * f KJ £ £ 

(4 rBHIfttf 1 ; * ^ U^-f- KJ «U Xtls*?- KoSHiflt^-S-tr^ $ fctiJ? 
* Kraoit^:^«1£fcl±#|fca;*-y =r* ^ ix^-^- Kf fzlttfV * * V^-^ 
K£v>v\ Sl&Wm!£Jfl$*L£ 0 -eoJ: ? V rO? ^ V*?- K£ 
i3u #l£f£\ 2' -0-^^;i/-V^^ h\ jj-y rf* ^ KtfO'J 

n T ^ 7*' h *§£-KgEft $ tifzm^W* V=fZ.?ls*3- h\ * V zf* ? V Or *f- K 

y;vt'lt$ tLfcgNHfc* 'J rfj* ? K\ * V rf* * l^?- K*fJ<fl? 7 v;v 

^C- 5 -f-T V- ;v)5y ;ve©#! $ ftfcSNMfc;*- 'J^?l/tf K> * y rfja 

(phenoxaz i ne — m odified cytosine) v triE3&£*L 
* "CIKfe^ tL^SNW*^ V ^ * V^-f- K£ J: a** y rf * ^ K^o y 

3K>im 1 %fzl±^ti&±<DmiRZ*itz (ttzte, t^TO) 3K><0 


ffiSE# 2004-3037188 


S&m. 2003-092923 


35/ 


Sr^i-^^fctCi (Batzer^ Nucleic Aci 

d Res. 19 15081 (1991) ;Ohtsuka^ J. Biol. 
Chem. 260:2605-2608 (1985) ;Rossol ini^ 
Mol. Cell. Probes 8:91-98 (1 9 9 4) ) o ^H^Oit 

[0 0 8 1] 

Wf- KilSm'Brf^'^ffl^^ cDNA. mR N A> ^ADNA^t^tf 
[0 0 8 2) 

m^stfS^^^i-^o Lfc**oT\ Pep5, p75. Rho GDI, MA 
G, P 2 i*^tv»nitt, iit> #f&E<&£^s>#&a^fcfcmc* 


mSE#2 004-3037188 


#® 2003-092923 


^-v: 36/ 


wmmtk, wmmj&n&w. ^w, z.ti>*mmz n 

r^-Kj % r*y kj 33*0* r^y^Fj ii:**** 0 

[0 0 8 3l 

j tit, 2 jy.±o«^F-Ba^io. 5>>K*H-ara-- mi^v^o t ^ 
lot, fc^o^&^offlHtearawj^ ^tib<Dmi\<o[s\— ttt 

%< ti>7 0%m—?$>2>m&, £*)ift*L<it'J?%< ti>8 0%. 90%. 9 
5%, 9 6%, 9 7%, 9 S%ttzlt9 9%m—X«&2>W!&, ^rfthOMm^it 

<o mum tit, ±mmmmz&\,*x, mm^^yf^ m- 
Qk®Ltitm%&o *tz, ummm^^^it, mm&±mw&t&mc§m 


ffiliE# 2004-3037188 


#® 2003-092923 


37/ 


[0 0 8 4] 
[0 0 8 5] 

■hho mm m^mrzym ti±, ^>^^^^mw^.m^m^ft^ 

7 5/ imt^o ^i7 5yWJtL^ 7;vn/f^>, 
7i-;l/77->, ^7x-^77-^ a'7-7^D7x-;V77-^ 
3 -7U-2-^>^>7net>^ *^T;l^->OD#££teL#:i3J: 
[FD-7x-;V77^>»^Mo r7 5 7^7tn^J fct±. 7 5 7ft 

o 

[0 0 8 6] 

T^7m{i> ^co— l£l'<&£D<7)3;£^i3-^\ J/:(iIUPAC-IUB B 
iochemical Nomenclature Co mm i s s i o n^i 


miE# 2004-3037188 


#® 2003-09 2923 


38/ 


[0 0 8 7] 

»t * jif^o r ^ y « i raa^ffta £ #\ £ *• & £ t $ ti & r 
-e^> r > f-t ^ x ^T-<7)#^o^tc^jsi- a * ;i/ v n ^ n a if %> mnvufrx 

[0 0 8 8] 

a * a k & »t a M5go»^F t R*<^f^M t ii^r t 

f©*^t^ynm!)ft4, L/:^oT, v^^PepS, p7 5, 
Rho GDI, MAG, p 2 1 <0&&=f-lZi$J&'r&m&%-i±^ m<DW)%!) h 

z&m^it, mmfrmiz&\,*xmmoffifo*m\<*Tmfci-2>z£tf'ezz> 0 Ltz 

&&*tf£^ ^*J*OP ep5, p75, Rho GDI, MAG, p 

[0 0 8 9] 


tbiE# 2004-3037188 


#M 2003-092923 


^-v: 39/ 


m (PNA) i*&ttL&#> i*t^>^|R5fe$^*^ 0 
[0 0 9 0] 

V*f-K (ft$#n) CMLT, l~n-l $T^IS^J*$^^i-^^ 0i ;^-7 0 ^ 
3 , 4, 5 , 6, 7, 8, 9, 10, 15, 20, 25, 30, 40, 50 

43 x t/z ti&±<7) 75/ mtfmif n mm lx^% ^mm.xm 

£*l&:R£ 1 lfcif) TRfc Ltlfiin^So # 

'J^^Vtf KOJ&£\ 5, 6, 7, 8, 9, 10, 15, 20, 25, 30, 
4 0, 5 0, 7 5, 1 0 0&£Tf*tl&±<DX?l'*ry&mft>tL^ 
#l^^bTv>fcv>«E&^3*L&&$ Wx.lt ll^f) fc> TIRt 

tt£ LT<7)±^«(i, *<zHffl&tf>±T&fll (tfctiflJltfJLTl 0%) 
[0 0 9 1] 

v^yf-y%¥<D*k®¥fftm^Ktti-zmm®.ti s , m<ommm<D pg— 


ffifE# 2004-3037188 


#M 2003-092923 


40/ 


ft*W^I4W*fc»±J:0*v^ fiFtt<tt3fir*H Mill *ttf^Wtc*« 

(Mz-tf, cDNA, Y /ADNA^iHDNA, mRNAOi^RNA^: 

VKMLX^m^m^-t LTl±. ft^Wtcti, WJ}?^ WK©S 
^J^LT— ^SB^Jffil^tt* (fljUf^ 7 0 %£HJiOBB^jra— ft) &oT*gif 

[0 0 9 2] 

$ & 6 O £ v>9 o fi#^T«MS^F»i, ^F»#3fe 1 0 0 0 J^TO o * ^ 


miE# 2004-3037188 


#12003-092923 


41/ 


[0 0 9 3] 

T4-*m-zrm&, %bX>lz.^tib<DWfr^ mz-l£F (ab' ) 2iJiVFab 

o 

[0 0 9 41 

^Dy>j^P,^;Fab^ F (ab' ) 277^ 

^n-^Hft-ffcti, MS&^^ffifcO^ifcWfc&af Will Kohle 
r3s£ XPbA ilstein, Nature (1975) 256:495) tfzit 
(Mx.l$. Buck?. (1 9 8 2) In Vitro 18:377) 

ttfe 7* 1/ - b 4 tt 9 a. ;v i:gn jfc £ JSffl -f & £ t K X f) % * * >; - - > ^ 

[0 0 9 51 


tBH# 2004-3037188 


!&m. 2003-092923 


^-v : 42/ 


*9J«B*fc$3V*T mm] (antigen) tli, »^t:iot!|IK 
^^#Sftt^)II*v^ 0 *mmmiZi$\,*X rfcgEJOKJ (i mmu n o 

gen) tit, m&&m$>#.&j&&*&.c& y ysmft&fc&MP&Lnzffim* 

[0 0 9 6] 

#to#k£v>t r#0tfit-*j tit, f v n^omii? 9 ^ y v & x xmm 

[0 0 9 7] 

&v>o ^mmmxit, P e p 5 , p 7 5 , Rho GDI, MAG, p21 <OM. 
fc=f-ttzit%(DmPto*> &v>(iGT 1 b ^7t(W^coH^-t|WI#^fg^^ri-^ 
(IS 19. -etL-TtLP e P 5, p 7 5, Rho GDI, MAG, p21 (DMittt 
f:WItl>^v>iiGTl b £ fctt*HWOH?i: tT^<7) i ? fc^^^t 

[0 0 9 8] 

ait^tt»$i$fLfe*)O«:v>^ 0 r#*$^j =KBU3J:tr* wc*jf£t± % « 

[0 0 9 9] 


£iilE#2 004-3037188 


#H 2003-092923 


: 43/ 


tit, ^<DikM¥Mm^z^mi l mw-t2>mi L <D'j?%< t^-mm^ 

[0 10 0] 

<(±^<H7 5li%, J; 004 L< < i: i> 8 5fl%, J: 0 £ ^ 

^L<(i^< 9 5fi»%. ^-LT*^$f4 L< fi4>& < h & 9 8fi*% 

[0 10 1] 

■f - F03$R»;J\ ilRt 7°n -t y > ^^§lt 7 1 : ^ OT^> 0 
[0 10 2] 

t£o-c. ^mmmz^xMU^, #v % ? \>*?- k. #v f& ¥<d r 

9 f&S<0*ri«#jftfc«4?i-& rt^v^o fftKii, S&^oSteNi, ^i; 
^7^K (^0£(i\ Pep5, p 7 5 . Rho GDI. MAG. p 2 1 ) <D§£ 

WM<Dffi&*'&tro *mmwFiz&\,*xi&m^ #v f. #v f 

*£<d mm <d mm tit, ^©H^^ffis^t^:, 

fi. #y*7*-F Wx.H, P e p 5 . p 7 5 . Rho GDI. MAG. p 2 

i) (DmL^mu^tto *wM^K&^xfflK=f-<D rn^j <& mm] t\± 


ffiiE# 2004-3037188 


#M 2003-092923 


^-v: 44/ 


t tz ktmttmm (# v ^ k t £ t* # v * ^ v * * k) <D$m<r>mn % tz \t 
*mw<Dt&ffi%m. ^mzmttzi*¥®MmK&^xmmx~&y)nz>o 

[0 10 3] 

<DS$7£<Dm$Lt fzimmfc&^xm<vniiL*tzi*mfflti$m%2> (nt l< 

$f t L < fi#Jllft^3&3&1-& h it, &2>^m~&^X<Dfr%:%Lir2> 
) izmffiWKP e p 5. p 7 5. Rho GDI. MAG. p21 £#Mim~f& 
[0 10 4] 

tm^ftm-tZ (flUxJf. Pep5tp75. p 7 5 h R h o GDI. MAG 
ip75, GT 1 b £ p 7 5 t&m&-f&) ^cTj^^^ttti. -e^Zl 

^T-fcOF^O^isiWtL^.toT^D^^^fi^b. Will 

& t3*jtt>tiZ>o Ud J ot, jf-O J: ? £ fc**— o<^lJgff^&h t 

fi^BBilL-CV^ £M5S#&t&£ ttfXZ&o JWfrftKfi. MAG. GTlb. 

p 7 5. r h o gdi i±mmzmmLxwm^fe<vi%m*Mmi-2>-t>\ P e p 

S^it^p 2 l(i. ^<Dfp%%~7Uy t*mmi-Z>Zt% 


ttlliE# 2004-3037188 


#IS 2003-092923 


^->>: 45/ 


[0 10 5] 

KWiMZtztei&mir&z. ttfT^zmfeZ^Oo T^-tr^^ttii, M1%, § 
Wt?2>mfc=P (#Ux.(f, P e p 5, p 7 5, R h o GDI, MAG, p 2 1 

& ^) ^-mmm twfatihte-* 'j>%<ti>8 <D&m.i-2>z Y&ommi 

^*L<}il 10litl.^^l/tf-Km 1 2<7)^-r^>^^l/^-^Kft 

l< «9 5%+siwi^m@e^j^f tL^> 0 ^<Dx o -^yy^-^zy^mm^ urn 
t-tz> mtt^mmim <o 5 • ^m<owm km l -cffiarw ^^kmi 
o ^ox^^ry^^y^^mm-mMzit, ±i&<Dm&}KttLx, l-otfzum. 

[0 10 6] 

*9§iffl#K:fcv*T rRNAiJ fcti, RNA i n t e r f e r e n c e 
foX\ Zl^HRNA (dsRNAHv^) <D X o & R N A i £31 ^fei-fH^ 

RNAitii^ Miaotli, RNA i ^SI^fedi-H^traHJCffl^^tt 
[0 10 7] 

3Mwmfk#v>t trna i ^^iijgc-rEs^j ttt, rna i z?\zmz-t 


tfifiE# 2004-3037188 


#M 2 0 0 3-0 9 2 9 2 3 v : 46/ 

RNA i fcSlifei'tH^M kt±, ^OstfS^-^il-t^RNA i *3ISSiU 

r n a i a* t e> -ts&* (m z. wr^ © ate^os&saiiw * f ) ^it$ * £ 

<(i, 3' 2^^ Vtf?-KgJ2LLODNA (MxJ*\ 2-4**1/ 

tf KSODNAt*»)^o 
[0 10 8] 

^M#^*3v^-c, h v >^ > h &^h$-c/w xv x>f x-f&*°v * * 

SrHS'fbLfcV-f ;W^-*fflv>T^ 0. 7-1. OMONaClffftT, 6 5T: 
TVW XV X>f-*£-V3 >&?rofc&, 0. 1 ~ 2 f&jfcJKO S S C (sal in 
e-sodium citrate) iSifc ( 1 j&ztJ^O S S Cv«?>*Mte> 1 
5 0mM iWkth'^A, 15mM ^xv^t h 'J £ffiv\ 6 

5 *C^#TT-7 ^ - fctfciS-ra £ £ K £ *) mUX § & *° V * * K&it 
llt^o /W7*'J^-lf-yg>(i % Mo 1 e cu 1 a r Cloning 2 
nd ed. , Current Protocols in Molecula 
r Biology, Supplement 1-38.DNA Clonin 
g llCore Techniques, A Practical Appr 
oach, Second Edition, Oxford Universit 
y Press (1995) ^>H«&#l::Sftft$ *ltV^^Hi CTfi 1 ? it 
§ £ <, £ i T\ 7fj>v?xVl> ^iffTTVN i; X-f %> Wfflfr h it 


tBiE# 2004-3037188 


#0 2003-092923 


i-i?: 47/ 


%>t < s m@B?>J * -t & *° y ^ ^ k * - ki- & d n a <^m^gfi^ij t < t 

[0 10 9] 

«§*H#&ci3v>T n***:* h v >*j*> Y%0kWri it, mmmmK&^xm 

V7f IC^-T SDNAOM^J^-lf-'>3>S: B^W" KiSlt $ 
*L7fe&#&v>? 0 y ij ^ Hf - y 3 h 'J >>?x > y- (±, ±iz, 

bft^ftj O^li, 0. OOlBMMth'^A, 0. 00 1 5M ^x>i 
tb'J^A, 6 5~6 8°C, SfcJiO. 0 1 5M Mt f'J^A, 0. 001 
5M ^ h V ^^^5 0% *;VA7^ K 4 2t;t^^ 0 

9 h 'J y-Js.y h&^#lCov>-Ci±. Sambrooket al. 

, Molecular C 1 o n i n g : A Laboratory Manua 
K H 2 J8iu Cold Spring Harbor Laboratory (C 
oldSpring Harbor, N, Y. 1989) ; i'ilFAn d e r s 
on et al.> Nucleic Acid Hybridization: 
a Practicalapproach> IV, IRL Press Limi 
ted (Oxford, England). Limited, Oxford, E 
n g 1 a n dW©ii: 0 v> £ $ * b V >S^> hte&ft (mx.it 

r y ^ -if - v a j: vm&mffifcK'&t tmz 0 ^^t^> *m<omm 


fcttSE#2 004-3037188 


#12 0 0 3-0 9 2 9 2 3 


^-v: 48/ 


(DMtLXIZ^ 0. 1 %^vjflL?f T^r? 0. 1 %#V ^;nfn'J K>\ 
0. l%t°n';^m^h';^A, 0. l%K < 7*S'/HfcB*'?-hy*A (NaDod 
S O 4 £ £{2 S D S) . Ficol U Denhardt jfrfiftfeftsHSfL 
/;t^i?DNA (f fcl±8Utf>2MB*l&«DNA) 23 i TOc^T"*** h 9 >T-^>^> 

^<^I?Wo ^^7'J^-b*-y 3 >it(i, it> pH6. 8-7. 4 

^5t^fc ^ pHa^'e^^ 0 Anderson et al. > Nucl 
eicAcid Hybridization: a Practical App 
roach, |4f, IRL Press Limited (Oxford, En 
gland) £#M<7>£ to 
[0 110] 

Tm (t) =8 1. 5 + 16. 6 (log [N a +] ) +0. 4 1 (%G + C) 
-6 0 0/N-O. 7 2 (%*M7U') 

N(i, ^$tt^-miiOft$-t:^i9. [Na+] te. ;W7'J^ 
€-y3>iIlf;H:W$cfi©t h y A^f sj-xo^/kjftfif-e* 9 > %G + 

^c-ti^^ yij y KciLt, m®mm\±, #1%^— m. ( 5 * ^ 

[0111] 

2004-3037188 


#® 2003-092923 


^--J : 49/ 


J OW*. 0. 0 1 5MMth'J^A, 0. 00 15M ^x^itHJ^A 
. 5 0-6 5*C. t7t(i0. 0 1 5M I W A. 0. 0015M 

9*-*- h U ££0*2 0%*^Ar5 K. 3 7-5 0°CX*$>2> 0 Mt LT. 0 

. 0 15Mtb'J«)A>ft^ 50100 r+SJftK* h y >>?i> h&J ^# 
ii. Itj2 1 % gc«rS^#f^o 
[0 112] 

bzX^xmffiZti&o Mz.lt, 0. 0 15Mth'^A^ft> (*;VA7<K* 
L) K&v>T. ^tc— 5tL^ftv^DNAO]»JS¥ajgJi> ^J7 ltt^ c 6 5 

°c (h c * * vaaa?) •co^tc^v^r, etui, »6%>F-t*« : ft:t4o 

[0 113] 

^20nt i^t'J 1/*?- Kyn-^tcov^T^ lMNaC 1 iz&lj- 

Tm= (lo^A-TMt:o|2t) 4- (loOG-CM^:o§41C) 
^£oTji«$tL^> 0 ex^xvUtf'J^AJg (SSC) K*$lt&?-h 

y ?A^f *>jft£f± % 1 M-e^)^> (Suggs?), Developmental 
Biology Using Purified Genes. 6 8 31, Bro 
wnfciOTox (ft) (19 8 1) *#J!S<a£fc) 0 
[0 114] 

Pep5.p75.Rho GDI. MAG. p 2 1 W^SC£^- Kf 
*3e*SW>«WU E^t^l, 3, 5, 7. 9, 1 1. 13. 1 5f/c 

ep5.p75.Rho GDI. MAG. p 2 1 0®18ti % ^Jffl&fc 
Ij»7^r/ (BSA) ;5 0 0mM V>»thVfA (N a P O 4 ) ;i 
mM EDTA ; 4 2 tOSHT 7% SDS tttt^J 7 4 3 


ffiSE# 2004-3037188 


#H 2003-092923 


50/ 


>if ^ fei 0^1651: 2 X S S C ( 6 0 0 mM N a C 1 ; 6 0 mM 

>wti-hvv*) ; 5ot:oo. 1% s d s *^tfm&mmm- £ o x^m £ 

tL&j&X Y V y *Jx. y h^#T\ $ h Ktfrt L < t±*«W^ 5 0 TC^ffijR-C^ 1 
%^^JflLVtT;V7'5 > (B S A) ;5 0 0mM 'JVKtf^A (NaP04 
) ; 1 5%*;VA7a K ; ImM EDTA; 7% SDS £^-fr^-f7*V 
^■if-ygVjgff^ feil^TOrSOtOlXSSC (3 0 0mM Na 
CI ; 30mM * ^>gJW- h ; 1% SDS*^trt5fe^SHIR«*t-J:o 

TO 1 %-7vJfiL?f7;V7*S > (B SA) ;2 0 0mM 'J>®thV^A (Na 
PO4) ; 1 5%*^A75 K ; ImM EDTA; 7%SDS?:^W7'J 
tT>T^-v3 tf5Mtttfc6 5*00 0. 5XSSC (150mM 

NaCl;i5mM ^i>Ith'J^/A) ;0. 1% S D S £-&trifc?tHK« 
Il:io X^M £ tt&l&X h 'j > jc V > gkftTKmm-^ h 3 > 5 , 7 , 9 
, 11. 13, 1 5ttzltl 7lZ7F-tmi\C>l~=>*fzl±Z<D— S5i:;Wr';^ 

[0 1151 
[0 116] 

M#"/n-yi; Lxm^bii&mm.tt£ Ltl±, BW^i-^ate^O^BRlB 

z<bKi&t l< t±i l^isn^^vtf >m 1 2omii-r^^^ v^-^ 


tblE# 2004-3037188 


#02003-092923 


*<- 9 J: 51/ 


[0 117] 

^M^SE^j^^mi-it^v^o m^m%®>mt lt(±. blast (a 

ltschul et a 1 . , J. Mol. Biol. 215:403-41 
0 (1990) ) n FASTA (Pearson & Lipman, Proc 
. Natl. Acad. Sci. , USA 85:2444-2448 (198 
8 ) ) , Smith and Wa t e rmanft (Smi t h and Wa 
terman, J. Mol. Biol. 147:195-197 (1981)) 
, 3$ X £>*N eedleman and Wunschtt (Needleman 
and Wunsch, J. Mol. Biol. 48:443-453 (197 

o) ) tet^mifbK&tfztibizmfczti^o ^^^mtLxa, * 

nr WTy-W ) > PCR&£V?i n s i tu^/'J ^-tf-yg>^^ 
?tl^Pep5, p75. Rho GDI, MAG, p2 1(:[i > ZOX^^W. 

^Mtkm, &.wmmm k x o x mm 2 ^tzn^m^i- i>^$tL%-<&x$>z>z 

[0 118] 

&xzr mum o/t— t>"f- ^ti. jt^c^^f > K^-c*3t*ttjRfc:aa?ii**i. 

7t@e^iJ2o^Jt^1-^i t £ J: oT^ie)f> tL4 0 ^ K@B#J 


tBiE# 2004-3037188 


Wm. 2003-092923 


^-v: 52/ 


ST * &BB?!IJttRT ;w =rv X a is i r>Vn ^ a o^tf* £ . MM % & o v>TfF 
ffi-T^o iOJ^fcT^^UXAJsJilJ^/n^Ai: ITti, TBLASTN. 
BLASTP, FASTA. TFAS T LUSTALW (Pe a r s 

on and Lipman, 1988, Proc. Natl. Acad. Sc 
i.USA 8 5 (8) : 2 4 4 4-2 4 4 8, Altschul et a 
1., 1990, J.Mol.Biol. 215 (3) 1403-410. Th 
ompson et a 1 . , 1994, Nucleic Acids Res 
. 22 (2) 14673-4680. Higgins et a 1 ., 1 9 9 6 
, Methods Enzymol. 2 6 6 : 3 8 3 -4 0 2, Al t schu 
1 et al., 1990, J.Mol.Biol. 215 (3) : 4 0 3 - 
410. Altschul et al., 1993, Nature Gene 
tics 31266-272) tf&lfbti&ib^ ffih ZfrKUfcZ i> oy? 
f*£v> 0 £ Lv^i&^It-eii, m&8m\Z.&\i*Tmta<OB asic L o 

cai Alignment Search Tool (BLAST) (fzt 
Karlin and Altschul, 1990, Proc. Nat 
1. Acad. Sci. USA 87:2267-2268. Altschul 

et al., 1990, J.Mol.Biol. 215:403-410. 
Altschul et al., 1993, Nature Genetics 

3:266-272. Altschul et al., 1997, Nuc. 
Acids Res. 25:3389-3402 &&m<DZ.b) £/BV*-C* 

tM&ztf&m&i&ttm&zmBitZo soo^jeblastxh^? 

[0 119] 


ttiIE#2 004-3037188 


4$Jg 2003-092923 


^-v! 53/ 


(1) BLASTPiS^^B LAST3-CT5 ;mv>?^)-^\** 

? ICie^ij r- ? * - * t itMt ; 

(2) BLASTNt^ ^ 1/*?- KO^x'J KIB^Jt*- 

(3) B L A S T Xt^ ^ V* f KO^xij (M^<^il) ^6oOl 

(4) TBLASTNt^>/^ftf!)^xiJ-^J?:6oWi^# (M^O 

it) 1"^ t -e^etft 1 * * v * f- ywm r-t^-xt &m ; 

(5) TBLASTXt^^ WKO^x'J @E^iJ * 6 L 
[0 12 0] 

E£ (•*-&*>*»S£BHfc) ^Wi^Lv> 0 |flL<(t X3TV>^f'J^ 
^XtlTBLOSUM62vf'J'^^ (Gonnet et al.,19 
92, Science 2 5 6 : 1 4 4 3- 1 4 4 5> Henikof f an 
d Henikoff, 1993, Proteins 17:49-6 1) *f 
m-$-%>o ZV>-? V V L^i><DX-i±^H)\ PAMJ/;liPAM2 

5C7b^^^^fffl^i^. Schwartz and Day 

hoff, eds., 1978, Matrices for Detectin 
g Distance Relationships! Atlas of P 
rotein Sequence and Structure, Washin 
gton! National Biomedical Research F 
o u n d a t i o n*#Raodfc) « BLAST^n^Ali, R&Sfrfcl"'* 


tBIE^ 2004-3037188 


mm 2003-092923 


^-v: 54/ 


YZMM-rZo iKthW^iftttSr^SKa r 1 i n^l^T^^37t 
^ > >tt<nim&lttmn&.*:Wm+2> ttS-t U» (Karlin and A 
1 tschul, 1 9 9 0, Proc, Natl. Acad. Sci. 
USA 8 7: 2 2 6 7-2 2 6 8#J5R©£fc) 0 
[0 12 1] 

^jS^tLa^^^^^k^O-gpoBB^J^ffiffiW^B!^^ DNA 
[0 12 2] 

<D&mf btLZo *<o i -9 fc$E#BB?!H±, Sf * L < 14. ^ < £ t 9 

Kiin^iits^^vtf 1 2<Dmfctz>*?\'* s f-Y&<o> i 

< 8 0%*B|WI&. 3 k fc»£ L < «U 9 0%*B|bJ&, 9 5%fflf^^TOJ 

X$>*), $»1?KiJ:otU<3>ea-^^o^5A LASER 
GENE, PrimerSelect, DNA Star) ZM^Xft o X J: 

O 

ffiSE# 2004-3037188 


Vfcm 2003-092923 


55/ 


[0 12 3] 

tot, xt'h- '/tcttfjpjfeoftjS^n 7* >; >-tc J: *g»i:H4t4 7^i^ 
H^-feyK iifctt^ T«IJftO*frli % T«V-fe7°^-^ >W&&3lV/%> 
L<\±±&mmM&&S&fo (MHC) Wr7*-£.fc&Sttfcovvr#j^T?3> 

47^i^s^«^m$w 0 r^^^j 4 fen 

75y^f>^«)> -ftf^:tt^<t^6o, 7o, 8o, 9o. tfzltl 0 
©i(Dj:9^7^y^^^^o xii^-^I?^ ±f)Iv>U^ Ufl5^ 

£ iS- tf o $ <b , Bf^<7> * > / * ^ ® *5 *t £ ^ fc? h - 
RjfeHU ^^^M^IO^^^fflLT^H^$tt^o fllx.!*, G e y s 
e n £ (1984) Proc. Natl. Acad. Sci. USA 81:3 

9 9 8 (Bif jgotys izjsifz ftMw.'&z- tr h - T^ffcn £ * # km k 

^^f-KSr'&jS-rs-jKW*^) ;*S#lt^4, 7 0 8, 8 7 1f 

nf> (1 9 8 6) Molecular I mmu nology 231709 ( 


thliE# 2004-3037188 


Sfcm 2003-092923 


^-v: 56/ 


& o 

[0 12 4] 

lot, ^y'^-V^^tf^Y-y't LX&m'f&fztbl.zii, ^<H37 
i^tLOisr^m. 67^;^ 77^/a 87^;e 97 

1075/E 15 7^E 2 0757E 2 5 75yt«S$(7)fi 
10 12 5] 

$>%>?>^9Mfi-^- (fflx.{i\ Pep5> p75, Rho GDI, MAG. 

o tot, #^<t)t^ yfoW7 5 y^ie^ijicisv^r. i/:WDNA3 

[0 12 6] 

mmmt, —&Kmm%-mxm£>t>tix^& (Kyte. j^iVDooi i t 

tie, R. F. J.Mol. Biol. 157 (1) 1105-132, 19 

82) o Tsymomfcm&mte, ^tfz9 >^9Mo~^mm^^u & 
^x^(D^y^9wtm<7)^ (fflitif, mm, »®> dna, #l 


mtiE# 2004-3037188 


#0 2003-092923 


^-v : 57/ 


4. 5) \J^)y (+4. 2) ;n/fy> (+3. 8) ; 7x^75-> ( + 
2. 8) ; ->*tM s/*/**f-V (+2. 5) (+1. 9) ; 

~> (+i. 8) (-0. 4) (-o. 7) ;-feu> ( 

-0. 8) ; hV/f77> (-0. 9) ;fn-» (-1. 3) ;7nr/ ( 
-l. 6) ;n^f-^>(-3. 2) ; V)v$> 5 >M (- 3 . 5) irfrfs.y 

(-3. 5) ; TA'*?*F>Wt (-3. 5) ; T*>K93r> (-3. 5) ;'Jy 

> (-3. 9) ; Sirrr/i^-v (-4. 5) ) x*$>& 0 

[0 12 7] 

47 5 7tl|fti:^ 9McttS&«fc*»±2JSlrtT?**ii:3&«jaF*b<. ±1& 
^^iWU IX. £ .£ 0? ± 0 . 5&rt^*££ J: EPS 

K&^xmmZfcZo ^H#^4, 5 5 4, 1 0 1 -^KIB^S ti& i ? ^ 

To^Xtt^m^T^ym^t'tl^mT^tLTv^ : T^-V (+3. 0) 
;ys»(+3. o) ; T^^^^vgft (+3. o±i) ; 5 >m (+ 3 
. o±i) ;«fev> (+o. 3) ; r^^9^> (+o. 2) (+ 

0. 2) J^Uv^ (0) (-0. 4) ;*7rn)> (-0. 5 + 1 

) ;77^> (-0. 5) ; (-0. 5) ;->*-r>f> (-1. 0) 

(-i. 3) (-1. 5) ;n^>> (- 1 . 8) ;-fv 

o^fv> (-1. 8) ;?-n$/> (-2. 3) ; 7x-jV77-> (-2. 5) 
; &£W)7Yyr> (-3. 4) 0 y»m»oa*tt»Jfc*#Lj&*o 

o z<D£7%T$;m.wmz.i3\,*x^ m>M^m s ±2&n^$>&z.£im*L 

[0 12 8] 


2004-3037188 


#SM 2003-092923 


^— 5>: 58/ 


[0 12 9] 

Htii, gm5fc^#. filMfcSSfls atfSfcgffc (truncated) 

£ £ ^m^T- * {4 *° y ^ ^ K KM L T , 1 £ £ tt&fl <VW&. itm& X Xf 

^fe>*L&*«**L?,tC|R3fe$*L*v» 0 (allele) ffl-Ht 

Elicit, 5:vMCEKI$^iie»3c^OifcS:\/>-5 0 t£oT, DttJifll 
fcT-S£M#J i:t±. ab^^tf^^t-C, tt&i&itt<Dm%K$>2>&mi£Z^ J ) 

t-^*^»^wflHt«r^r-r*it^*So r«fflra#sfct±**n^ (hom 
yu^)vx\ tsratt mt l<i±, 6 0 %&±.<D*mm, «t t < (4. s 

^Vn^ (o r t h o 1 o g) J hi*, t^Vn^jl^ (o r t h o 1 o 
gous gene) t &V*V\ ~^<Dmtti) t &&&mU%frh<Dm$'itK& 


ffifE# 2004-3037188 


#S 2003-092923 


59/ 


& 7&s, t^a ^ n tf > jftfe^-^ XZJ 1 p-^^tfu tf vfiir^li^ 70; (it 

Zbtf$>i)ft&ztfrh^ ^HWoWn^^fe, *!&TO^i3v>T^rffl-e* 
[0 13 0] 

-Yt&o Mx.lt, 3K>GCA, GCC, GCG, is «fc IPG C Ufi-t^T, T 
K> Gi1T^:t-><7>/i#>OP£— on KVC** AUG, £ J; r^Ilt > V 7* h 

BB^gfc^fet LTtt. mmBm%tiz3L2>®m> DNA#V.*9~£, Kl e 

;Mark Zoller and Michael Smith, Met 
hods in Enzymology, 100, 468-500 (1983) 


ajfE#2 004-3037188 


&m 2003-092923 


^-v: 60/ 


[0 13 1] 

L<lil~5fflx i t < it 1 ~31iOT5 yttflt^)ii:?:v>9o T 

<t±l~~5ffl, J: L< Itl ~3ffi<DT$;m*ttlm1r2>Z.t*\<*7o T< 

SWMDt&tli^ i> kO^^f K*fc lo£Lh> Milt l~10i, 0*L< 
iil~5l®, J: L< (±1 ~3i©r^BI^HS:i:^% T ^ 

v^vMb> ^mib, Tv;Hk r-bfMb) *^*^o*» 

[0 13 2] 
[0 13 3] 

ffiiE# 2004-3037188 


!&m 2003-092923 


: 61/ 


[0 13 4] 

&wmwK&\<*xmmz*i2>mm.fr*i*. $mztiz>*°v^7?- kcti© 
(D-m^&ttzimomm-x ^w^fix^x^x <, $>&wzwL<Dmk& 

m^-UWX^fiX^X i> **v*l±, 5' a^iff/t/cliS' 

&f£ £^Tf * *° 'J **"f s f' K Sr 3 — K*t"S «fltfl^pT & J: v> 0 i<d^ fcM^f - tt 
[0 13 5] 

[0 13 6] 

LTIi, IKffiflWIWSEJ^iH&fiaBrft^^lffe^tSo ttlfc, faint 


ttSIE#2 004-30371 8 8 


#H 2003-092923 


^-y: 62/ 


1 0%&I*k t tzitl 0 0ffl&T\ 5 O^JTF, 2 5«TF&£"e£> *>#&o 
[0 13 7] 
(-&8M) 

mt. mwtfrm-&^xm&x&^\fimzft&i>^& ] o^ m^f, sambr 

ook J.et a 1 . (1989). Molecular Cloning 
! A Laboratory Manual, Cold Spring Ha 
r b o r 33 3L& J t<0 3 rd Ed. (2001) lAusubel, F. M. ( 
1987). Current Protocols in Molecular 
Biology, Greene Pub. Associates and W 
iley-Interscience;Ausubel, F. M. (1989) 
.Short Protocols in Molecular Biolog 
y ! A Compendium of Methods from Curr 
ent Protocols in Molecular Biology, G 
reene Pub. Assoc iat ES and Wiley— Inte 
rscience;Sambrook, J.et a 1 . (1 9 8 9). Mo 1 
ecular Cloning! A Laboratory Manual, 
Cold Spring Harbor&J: Xf^r<7) 3rd Ed. (2 0 0 1) 
; Innis, M. A. (1 9 9 0). PCR Protocols! A G 
uide to Methods and Applications, Aca 
demic Press ;Ausub el, F. M. (1992). Short 
Protocols in Molecular Biology! A C 
ompendium of Methods from Current Pr 
otocols in Molecular Biology, Greene 
Pub. Associates ;Ausubel f F. M. (1995) . Sh 
ort Protocols in Molecular Biology! 
A Compendium of Methods from Current 
Protocols in Molecular Biology, Gree 


thSE^ 2004-3037188 


#0 2003-092923 


^-v: 63/ 


ne Pub. Associates ;Innis,M. A. et a 1 . (1 
9 9 5). P C R Strategies, Academic Press; A 
usube 1, F. M. (1999). Short Protocols in 

Molecular Biology! A Compendium of 
Methods from Current Protocols in Mo 
lecular Biology, Wiley, and annual upd 
ates;Sninsky, J. J. et a 1 . (1999). PCR Ap 
plications: Protocols for Functional 

Genomics, Academic Press. SlJ#^lf&E^ RUSiP* 

x&&m%mnmm %t*t, 1 9 9 7%tiz%mzfrr&*), ztit>i**mm 

[0 13 8] 

Alto fc-frJ& Ltz3kitt*ftM"f2> fzttXDD NAMW i Wm^tco 


v*Tf±, Gait, M. J. (1985). 01 

i g 

0 

n 

u 

c 1 e 0 t 

ide Synthes i s : A Practical 

Ap 

P 

r 

0 

a c h , I 

RLPress ;Ga i t, M. J, (1990). 01 

i g 

0 

n 

u 

c 1 e 0 t 

ide Synthesis." A Practical 

Ap 

P 

r 

0 a c h , I 

RL Press ; Eckstein, F. (1991) 

. O 

1 

i 

g 

0 n u c 1 

eotides and Analogues! A Pr 

a c 

t 

i 

c 

a 1 Ap 

proac, IRL Press; Adams, R. L. 

e t 

a 

1 


(19 9 2 

) . The Biochemistry of the 

Nu 

c 

1 

e 

i c Ac 

ids, Chapman&Hall ; Shabarova 

, z 

. 

e 

t 

a 1 . ( 

1994) . Advanced Organic Chemi 

s 

t 

r 

y of 

Nucleic Acids, We i nhe im; B 1 a 

c k 

b 

u 

r 

n, G. M 

. et a 1 . (1996). Nucleic Acid 

s 

i 

n 


Chemi 

stry and Biology, Oxford Un 

i v 

e 

r 

s 

i t y P 

ressjHermanson, G. T. (1996). 

B i 

0 

c 

0 

n j u g a 

te Techniques, Academic Pre 

s s 
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[0 13 9] 

*§Wi:^tfflV>f)tiSPep5, p7 5, Rho GDI, MAG, p2 
[0 14 0] 

mmm, m&mm, mw^xzrm^m^t^m^mm^^x 

mint, mmfrmK&\,*xm%ix-&t) , g^c^^tjgiMLt 

, S amb r o o k ffttii) tcfS^tvr^&o 
[0 14 1] 

^mb#ic&v>t \mL^??-\ tit, w&mtt&xzf^^mzmm-f 
&-?u^-?-i l zMz.xn*<vmwx-i'j > h^m^mm^xffm L&zvtm 

%m mm) <o$&^? ?~<D?j rf&&m%mzfchm%R3-\s*y y 
<omm^, mummiz&zx&ion&zbi^ mm%Km%i<vmmx$>2>o 

[0 14 2] 

*%mK&\,>xm^btin&wMmmfctt-f2> r&#ji;L^*-j tua 

, pcDNA3 (+), pBluescript-SK ( + /-) „ p G EM — 
T, pEF-BOS, pEGFP, pHAT, pUC18, p FT — DE ST^ 


ffilE# 2004-3037188 
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^-v: 65/ 


M4 2 GATEWAY (I n v i t r o g e n) &*?;*Wf£*l£ 0 
[0 14 3] 

% pcDNAI/Amp, pcDNAI, pCDM8 (vvfftfc y-^n yj: Offf 
IS) > p AGE 1 0 7 [#Hf§¥3-2 2 9 (I n v i t r o ge n) , pAGE 
103 [J. Biochem. , 101, 1307 (1987) ]> pAMo> 
pAMoA [J. Biol. Chem. , 268, 22782-22787 (1 
9 9 3)] , v^XW^H (Murine Stem Cell Vi 
rus) (MSCV) l:ioVf;H«n^^W|iI^^- pEF-BO 

[0 14 4] 

McOT^L^-gb, DNA^mRNAtC^^^t^^O^coH-M. * 0, ;AIE?iJ 

s^oum* £ & - ^ $m h fix 0 

[0 14 5] 

•=e-^-o^(±, v/^Kn-F^ito^l^^v><7)±»fi^2 
k b p IrtOf^tl)^ i t^#v^T\ DNAM77 f^xT^W 

2 k b pJiJlrtK^Rk-t&o 
[0 14 6] 


J±iSE# 2004-3037188 


mm 2003-092923 


66/ 


[0 14 7] 

*mmw\z&\,*x nmnmzMMi-ztLtz (&) j tit, mm<DMm<D§tm ( 
i«) &$>2>m^mmmmmw (Man, ynt-^- % $ 

ffi £ tt & #\ L *> mm LTSfig $ *l£ & v\, 
[0 14 8] 

ti& i><DXfrt), WiJl Ausubel F. A. (1988) > Cur 

rent Protocols in Mo lecular Biology, 
Wiley. New York, NYjSambrook (1 9 8 7) M 

olecular C 1 on i ng : A Laboratory Manual 
,2nd E d . £ J: Xf^(DM=M, Cold Spring Harbor 
Laboratory Press, Cold Spring Harbor, 

ny. wmmmm^ \mttmx&mmmmwe&i ^±n, 1 9 9 7%tizm 

[0 14 9] 

&X$>tU$^1?tL$>m^2>ZttfX%, m*.li> F7^7x^y 3 ^ %>nm 
A> ^ (Mx.i^ A v*> V # y - deae t**- 


ffifiE#2 004-3037188 


#@ 2003-092923 
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[0 15 0] 


[0 15 1] 

te^xm^mz* t^zte^xwMfmmmmm z tizwi^ mm 

tftiffllt LXit, Escherichi aJl> Serrat ial, Baci 
1 1 u s HL Brevibacteriu ml % Corynebacter iu 
mffik Microbacteriu Pseudomona s ¥ 

hWM^Mnmm^ m)L\Z, Escherichia coli XLl-Blu 
e n Escherichia col i XL2 — B 1 ue> Escheric 
hi a coli DHl^^Mo 
[0 15 2] 

*wmmz£\,*x®.m-£ix2>Wi^ iwititii, • uo-vi 

life, 7'^- 5xn-7iH % -^^'J K-vM, ^W--X-/n 

\l y &sfa.mmm, h b t 5 6 3 7 mmw 63-299) . %Hmmmmm% 
t*zmf2>zttfx£2> 0 T*yx • s.^u--?mmt iti^ p s 2 0, nso 

• 5in-7»i:UtiYB2/0^t\ thKfI»i:L 
tliHEK2 9 3 (ATCC : CRL-1 5 7 3) % £\ tbSJii»i:tt 
liBALL - 1 Ty')^^ VV^fJVWMmmt LXitC OS- 1, COS 

-7. ti vmmmmmwt lt^hct- i 5. tftttf»isK-N-s 

H, SK-N-SH-5Y, -7^^«f »1N e u r o 2 WJ^^tL 
[0 15 3] 


tUiiE# 2004-3037188 


#® 2003-092923 
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x-ls? hn#V—>g [Me thods. Enz ymo 1 . , 19 4, 
1 8 2 (1 9 9 0)], V#7i^/3>ft, ^7xn^ >j£ [P r o c. 
Natl. Acad. Sci. USA, 84, 1929 (1978)], KftKV 
[J.Bacteriol., 153, 163 (1983)], Pro 
c. Natl. Acad. Sci. USA, 75, 1929 (1978) IBfcO 

[0 15 4] 

ffliWKi3V>T, l^hn^^f;^ <7)m^mt, iiif, Current 
Protocols in Molecular Biology fu jU (#tc 
Units 9. 9-9. 1 4) fc^fcSB«S*L* J: $ fc\ i§|80»£i5^TJS 
£flT&«9, «ilf, h i ;yv^--rXLTJK'tt#«^#-mM^ (sing 
le-cell suspension) KLfcft, ^ ^^S^HUft ( v i r 
us-producing cells) (aC? v ? >^*»*= p a c k a 
ging cell lines) <Z>*gf*±if — ff 1-2 R#f«ig# ( c o 
-culture) ttl^WJI^II^iH^i^o 
[0 15 5] 

, MX^lJ-ft^^n }> -X TF I S HUft^n tf. 

m*) *^^fla«$*L& ^^»tc*5v^TM*p-e*^o 

[0 15 6] 

*W«H»tCfev*raWE^&^ (^tx.lf, mRNAM, K3&3I) 

<7) m&tuj */it± r^»j $ix.«f, mRNAoa^icfft^ww^ft 

If, /-f>rn7f& K>y hro-y hftf ^(iPCRMW«?^ 0 
ilv^ELISAfc RIAft, 7x7r/7n7f & 

mk&mtz ^mmztiZc %&-%&t in±, e l i s a&£ i 


HiSE*!* 2004-3037188 


#H 2003-092923 


^— 2>: 69/ 


ttiL ilil^Ot rDNA^^nri/^f iftffPCR^J ) K/£<«E8£S*l 
tv^o t/n-r^ >7 W fcov>TJ4, Nat Genet. 2002 Dec 
;32 Suppl :5 2 6-3 2 KWE&ZtLX^&o WSmt L 

Tf±. ±^lcijn£T N RT-PCR, RACE& SSCPft> ftJJEitHHfe^ t 
wo-hyb r i dvXfA, -Y h UjSlR&if^^f £>*L& *L&£|R5£ 

tt*«7'f • v-olT;K • **t*&ft ^±tt (2 0 0 2) fc^fcSBIRStL 
t43»k ^ra#tcfev>T-€-tL^offim{i-r^T##i: LT3gffi£tL& 0 
[0 15 7] 

FJ^ttmRNA^a^tL^i^v^o *<Z> J: d &3&3i*t LX ii, ^H^co 

[0 15 8] 
[0 15 9] 
[0 16 0] 

ttiSEiff 2 004-3037188 


#M 2003-092923 


•^-v I 70/ 


*mffl*K&\<*X [&£tt<Oj TWatson & Cricfc£3fe*j"tf>J t^^mM 

^dum^mzm^x^^z^m^^m^^^ ut^- k£^i- (s t r y 

er, L. , Biochemistry, 4th edition, 1995& 
#M) o 

[0 16 1] 

mnmm&ifc&Z:(D£ Z fflvmfcVtf V ^WFtWatson & Cr 

fi\<0fr\Z&3\**XtfV WttKMmZtlZ i> <DX& „ 2 o<7),fV X 

[0 16 2] 

*»SO#'J^fK Pep5s p75> Rho GDI, MAG 

, p2 14if) «r^-K1-^»DNA^a^^fi|am£#:^^^-^^-r^>0 

few, Mmm&%t*K&m-fz> : &mmmfa$:, it«sciot^iL, 

[0 16 3] 

^mmoMnmm^^mizmmi-^mit, m±<ommzm^hn^mi»<o 


WiE#2 004-3037188 


mm 2003-092923 


^-v: 71/ 


[0 16 4] 
[0 16 5] 

, *o4fr£ja*!»R % HW:, ^x^*, S^x**, 

[0 16 6] 

[0 16 7] 

J&*i&j£t±l 5~40W<, ®#5l$ra~7 BIB"?**,, J& 

i^pHH, 3. o~9. oizft&f&o pH.<omm*, *»**v»«4*«©M 

flBLT ivv 

[0 16 8] 

^^f i: I y/n ^-D-f tf7^ Mf^y^F**, t r 

fcH8E# 2004-3037188 


!&m 2003-092923 


72/ 


p y n * - * - * ffi v 9 * - x-j&m$m t tzwmi * %> t § k *± 

[0 16 9] 

?tLO^RPMI 1 6 4 0^ (The Journal of the A 
merican Medical Association, 199, 519 ( 
1 9 6 7) ) „ E a g 1 e^MEM^i (Science, 122, 501 (1 
9 5 2)). DMEMM (Virology, 8, 396 (1959)), 1 
9 9 (Proceedings of the Society for 
the Biological Medicine, 73, 1 (1950)) t 

[0 17 0] 

*S«f±, iiHtp H 6 ~ 8 . 25-40 t:, 5%C0 2 #&T^O*fe#T-e 1 ~ 
[0 17 1] 

feJKffl^^ i?xf;l/7^xf^ (DEAE) -Sep 

h a r o s e, D I AI ON HPA-75 (H^fkJft) WJKSrfflv^»>f * 
>^nvf^5 7^^ S-Sepharose FF (Pharmac 
i a) ^OWJit^fflv^cl^-Y^- V^Jfe^nv h^77^f-^ 7*W7rn- 
x N 7 x-;v-t 7 7 n-^f ©W^iv^^tt^ n v > ^7 7 >f 
H^M^^^V^jS^ 77^f^-^D7f^7'f-& ^nvh7;r- 


aiiE# 2004-3037188 


#M 2003-092923 


73/ 


[0 17 2] 

:£3PJtf>* 0 ';^7>K Mz.&. P e p 5, p 7 5. Rh o GDI, MAG 

, P 2i*^) 

mffi,Mfcmzm>bfrm-tz>z tKx *)&t>titz±.mfrt>, mmmmm, mem- 
£&im&vi&&, %mmmiz£2>ikWL&. j;x^7^x^ (deae) 

-Sepharose, DIAION HP A- 75 (EMittiO ^#J8l£ffiv> 
fcll'ft^51^n7h^7^ft, S-Sepharose FF (Pha 
rmac i a) ^<E>WJ3t v»fc»>f * nv h ^ 7 -f T^Hr 

h "7 * - # v > ^ «ja*2C^^m&^i*^<&^&£ JB d K X 
[0 17 3] 

m * ummm u m^m^n v^t^x^m^ x *> > migojj 
&\zx o^wo^v ^"7°^- k^hjjkm, -e-o^u ko/f^^v ^7° 

[0 17 4] 

tit, m-B<V?>s*?M<ommjjm [J. Evan. Sadler^Met 
hods in Enzymology, 83, 458] t:$CTiS-Cl-5, 

ffiiE#2 004-3037188 


#M 2003-092923 
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7J-*m%LXmm-r &£<h&-e#& [lUJIli^, (Experim 
ental Medicine), 13, 469-474 (1 9 9 5) ] c Mi 
f£. Lowe h<D-ftfe [Proc. Natl. Acad. Sci. , USA, 8 
6, 8227-8231 (1 9 8 9) > Gene sDe ve 1 op. , 4, 12 

8 8 (1 9 9 0)] izmmvxmzmcx, ^mv^v^-?^ f^ht^ y 

[0 17 5] 

&££:>^-t:£& [Proc. Natl. Acad. Sci. , USA, 86, 8 
227 (1989), Genes Develop. , 4, 1288 (1990 

) ] o 

[0 17 6] 

•?y?77j -xmm-rz> zt$>x%& 0 *%w<o#v ^y°f- k«> ^<o-^m 

[J. Biomolecular NMR, 6, 129-134. Scienc 
e, 242, 1162-1164. J. Biochem. , 110, 166-1 
6 8 (1 9 9 1) ] KmCX, in v i t r olfcW- • mWUh* M^X * &M~t 

[0 17 7] 

^f;^^ry*;v^^S) , tBocS (t -zr^fr**^* )Vi$=.)v&) m 
<^)ftf ^ft t: i o t i ^, C t ^-e I i o Advanced Ch 

e mT e c h. Appl ied Biosystems, Pharmacia 
Biotech. Protein Technology Instrumen 
t. Synthecel 1-Vega. PerSeptive. M^UWr^O 

^ v&j&m*mm ut^m-r ^^ut^o 


tlimE# 2004-3037188 


2003-092923 


^-v: 75/ 


[0 17 8] 

-&tt&m*Mft, 1 9 9 330 \zfssm<D^mza ^mmmmr^^o *&w<o%r 

Sp s 2 0*M*y K<^4Iffittli, ^POM5fefe [Cell, 75, 13 

89 (1993), J. Cell Bio. 1146, 233 (1999), C 
ancer Res. 58, 1238 (1998), Neuron 17, 11 
57 (1996), Science 289, 1197 (2000)] 

[0 17 9] 

^^^'J^yf K (fllx.**. P e p 5, p 7 5, Rh o GDI, MAG 
, p2 lfcif) OT^BI^ tttfefcLOifsh&n (S^^^tf) ii, 

»75/i» tt&fc L< f±ttflDf±> Molecular Cloni 
ng, A Laboratory Manual, Second Editio 
n, Cold Spring Harbor Laboratory Pres 
s (1989), Current Protocols in Molecul 
ar Biology, Supplement 1-38, JohnWiiey 
& Sons (1987-1997), Nucleic Acids Res 
earch, 10, 6487 (1982), Proc. Natl. Acad. S 
ci., USA, 79, 6409 (1982), Gene, 34, 315 (19 
85), Nucleic Acids Research, 13, 4431 (1 
985), Proc. Natl. Acad. Sci USA, 82, 488 (1 
985), Proc. Natl. Acad. Sci. , USA, 81, 5662 
(1984), Science, 224, 1431 (1984), PCT WO 
85/00817 (1985), Nature, 316, 601 (1 9 8 5) f 

[0 18 0] 

ttJl£# 2004-3037188 


2003-092923 


^-v: 76/ 


*%ffi<0#V'<'? J ?-Y (MtL\X, Pep5>p75,Rho GDI, MAG 

, P 2i&£') %mmirz>$m<r>4fem*>* tz^mftmK&^xmznx&Zo mz. 

[0 18 1] 

7-^ (keyhole limpet haemocyanin) t^li^y 

stu^ w.t-r^^y^-vit, ^^v&fcmx&j&ir&zttfxz&o -e 

llUg O^O^ 1 ~ 2 £ 3 ~ 1 0 EtfT -9 o 

- 1 zmmi&ikMfeW: imm$&mmm (elis A$fc) : m^wm*i 1 9 7 

6^ Antibodies— A Laboratory Manual, Co 
Id Spring Harbor Lavoratory (1 9 8 8) ] %?X 

[0 18 2] 

L mtz ^ 4 f y K — 7 ^ e> g|£ $ ftfc * J 9 n - ;i/#fcfl;fi5g* o g W tc^ffl 


ffitEijf 2004-3037188 


#0 2003-092923 


I 77/ 


[0 18 3] 

n^t^tl, *f&^offi#£fflv>*:fc|&iBo#y^:/?- KO&^6«tf£ffift 

X^7n>^ ft, fcSSE&»^ft^ & £ t &X § * 0 
[0 18 4] 

#§9? *° y ^ y^- k o^*^ft t l t » > mm f x*&w <D y ^ 7°^ K t Kfo-f 

yfEL I S Aft, 12 6 IfoMttM^iLm^^V/^ffc 
[0 18 5] 

KSrfflv^ ;-f^N^'J ^4f-va >ftS7t(±P CRftfci «9 

43 v^-c^ t fcifcftfc & tea $ ttr 0 

[0 18 6] 

, *LXZ*it>#Vz?l>*r} f <OX? V**f- YWMiJK ftSe$tL#&o Mx.{£ 

> *»l#<7) * * * KE^ij^^j-e* & c: <D$m & * - K-r * ^ y * * v 

ff, Ku tme i e BioTechniques 171242 (199 

4) Kffifc£*L& <fc ? „ Clttti. #I(:f iif, t/L-ft:* n - K-T -6 BB^JOSP 

or--y ^^icrmtt^ ^p>tMc^-epcRHi^iom^$tL7t^y rf 


tBiE#2 004-3037188 
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[0 18 7] 

Stiff *av»»±»i»fc#*&iB i#cDNA5'f/7'J 

, *feti-€-*L^e,#*$*L7t«BI ($fiL<(i>f'JA+RNA) ) ^?>, 

, irL#=Srn- c DNA^-f V -frb<T> c DNA^ n - > |B|j£-$- £ 

& P C Riffll^ iot^l fctt*0#£©*^E^Jfc#J*fi&fc;t- V 
=f*^ K"7°n - y*i&mir2>? n > i o r#£ d i: it*-? # & Q P 

[0 18 8] 

-J3 , #u#W ^ U * ^ KWiJ i3 X xmi&'t %> T 5 S mm ZtL&t, 

Sambrook^, 1990, Molecular Cloning, A L 
aboratory Manua 1, f2E Co 1 d Spring Har 
bor Laboratory, Cold Spring Harbor, NY 
iSitFAu s u b e 1 t>M^ 1998, Current Protocols 
in Molecular Biology, John Wiley&Sons 

[0 18 9] 


ffiSE#2 004-3037188 


tfcm. 2003-092923 


^-v: 79/ 


©7^y»j(^ mn&Vkfcm® (cdr) <Dtiffl<Dmfe<Dfc#>^ mrn^-rn 

5 L<fib h7l/-A«7-^^T^l9#^ ^JfU:H>7l/-A7 
-^f*:ov»T(i, Chothia^ J.Mol. Biol. 278:45 
7-4 7 9 (1 9 9 8) a Iff Kii, 7 V- A 7- ^ifcfeJ: 

> dOiH^li, lo£Lh©»rt^^7'f Ktt^#^Lfci£#fl^p*£ 
»rt^^7-f KjBte-fcW-M-* !<>\>X±<Di$mm<rs*sK?4 
yW3k<r> T 3 J MWm £ tz itXfk fctf^t & *6 K^ffl $ *t# * «, *° V ^ * V * 

[0 19 0] 

*^9j5L#U om^7tiC)H|H|&$tLfett* (Morrison^, Proc. 
Natl. Acad. Sci. 81:851-855 (1984) ;Neube 
r g e r <b> Nature 312:604-608 (1984) ;Taked 
a Nature 314:452-454 (1985)) itfStfS £ *L#£o 


tBIE# 2004-3037188 


#® 2003-092923 


^-v I 80/ 


TOW****-*-* fcMfcfibtfO o 

[0 19 1] 

IS#ir^ 4, 946, 7 7 8f ;Bi rd, Science 2 4 2 : 4 2 3 - 
42 (1988) ;Huston*b> Proc. Natl. Acad. Sci. 
USA 8515 8 7 9-5 8 8 3 (1 9 8 8) ; a. rd^ Natu 

re 334:544-54 (1 9 8 9) ) *UJBSft4#&o #^fltt±, F 

v «*som«i7 =? > h x zmm.y. 7^>h^r^ »as««:4hLTau& 

£;ftti&£<h&cJ:oT^J&£*u JM&sKy^f-K E . c o 1 i &c£ 

»t& Effete F v77^ > hOT-feV^OfcftO^tfei ( 
S k e r r a Science 242:1038-1041 (1988)) 

O 

[0 19 2] 

(ifc#£m&-r&2r*fc) 

o 

[0 19 3] 

^^^#<^SIK ! bb<(iS§I^^(«|&^^m^#) o&&x.3&3Bt±. * 

o trc# «r 3 - k-t & *° y * * v * ^ k sr &trt %> §tm^< ^>mm * #55 t •* 


ffiliE# 2004-3037188 


!$m 2003-092923 


^ Kp< y £ n - K-f * % ? KSfi^J mm^^ta^ * - 
&o ^^O^^it (^J£{^ PCT<2riS WO 8 

6/0 5 8 0 7 iPCT&ffl WO 8 9/0 1 0 3 6 ; i?J:^|S#^5, 1 

2 2, 4 6 4^£#B3<7),r £3- K*t&;>? ^ 1^7- KEyiJfc-g-*^ LT 

[0 19 4] 

[0 19 5] 
[0 19 6] 


f±iiE# 2004-3037188 


$&m 2003-092923 


^-v I 82/ 


« „ a^fett * & * * y - - > ^ k * o -c# h Mztt&m *>ttz 

o 

[0 19 7] 

*wmmte&\i*x mmmms tfzit mm^mmB.] tit, *wmwK&^ 
xmmxm^hfi, wm<om&, mm, tt&znmm, #it, ££(±it#&v> 

JfiattUfiU < *>JgTFffilfiU m&M* — jlttflgJtJfiLH^. JKSMRJS'ffcfi^ Binsw 
a n g e r#§. JBMHHJIL& • ftJfiLffi141B^ mWMWk^ — 

£m&, i>*i>*?m, mmm^mmm^m, nmmmmmmmm. m.'mmr 

MM, T 5 n>f K7>^*^f- (Alzheimer #f#M) & if) ; WftlfiL 

Wx.(f, JEfctt**fctt£lHi& »fftt#*ttejKM, C r e u t z f 
eldt-Jakob #i& if) , W^B ehce ti, /WW*!* AIDS 5^* 

msm> w&mm, mmm, fiii«§> htlv-ih^xd;^-, 

rabbei> IlJWSSfv* 1^07^- C a n a v a n#a (BR^* 7 4 
— ) „ Pel izaeus -M erzbacher#i (SR^* >n7-f-) > 
Alexander^ (fif^bn7-f-) ; JSBrfctegS/R ( A 1 z h e 

imerl, Alzheimer S^J5i*> Picki, JBJflLlfttSII^ C r 


thliE# 2004-3037188 


2003-092923 


83/ 


eutzf eldt-JakobS, Parkinso n^B^lg-^N 3E1Rf£ftM 
3Ifrte«Jite##fc*f) ; «««SEl4!Jim (fllx-f^ Parkinson! 
> arkinsonisnu m$f&m±.tefcjif^ «ft^#HR^felE> P 

a r k i n s o nJS*«^ Hunt i n g t o n^f, 2MKte^«k 7r b --If 

Me i g e > mG&VX f-- (Hallervor 

den-Spat s'M, Mffl&i?A Y — if) ^ Gi 1 les, d e > la. 
To u r e t t e*Eft»&*0 ; »«kWHS!Ett«IA JtfeNB&ttiig ( 

Shy — Drager MlfeW, Machado — J oseph if ) > Lou 
i s — B a r ^{Elif. Bas sen— Ko rnzwe i g ^e^^> R e f s u m 

„ mfrttiauft* («53iaittfll5fE^kS#JS) > »te^^Hi14fJJ^^b^> We 
rdnig — Hoffmann ^ Kugelberg — We 1 a n d e r 3H, 

A,, tft'ttM^i, 3cW Gfc»#J*0 , #§&ffi«rtjE:fai^ Meniere^ 
t^n 1/^/-, Kleine-Levi if) ; • ftMHt3gl.il ( 

ft**. fciParkinso n#§|g, /JiUBfflS*^ C zfflSm* 

jft|S4>**if) > tittr;vn-;Vfp# (Wernick ejjg&x Marc 
hiafava-Bignami mmt. ffi*>bffiffi}&mm% if) > t»J4> 
(Wittf, b#J«p#. ^n;v^ip 

^ N ^9 3-h+**if) „ mr/itti^ti, -mfbR«fp#> «<b 


i±laE# 2004-3037188 


#H 2003-092923 


^-v: 84/ 


(tT*$>A&gjE> tf^5>Bl^S^ ^^>B2^i, 
7, tf * ^ . \£ K-y^ (Gaucher^, Niema 

nn-P i c kffi%t*) . &^£7 ^ 7 Itftlt^lit, Wi 1 s o n#5, T^n-f 
K— ; (Arnold-Chiari K 1 ippel 

-F e i 1 ^{Hi^ MEJgRBA^ ^s^s) ; • 

fl*BE^E> von-Reckl inghausen#^ f&fl&t&gM bfi^ S t u r g 
e - W eberf, v o n ^ Hippel-Linda u 2f) ; ^^t^B ( 

[0 19 8] 

*wmwK&\,*T mmmwi tit, nm^mm, mm, $>&wmuowm 

«fs, 71^;^-, mc?^ m.wm^ nm> wm 

mx$>2>~*.-u>, ^^u>mmisxxfmm^^< ti> lociiML 
, mmm^fzi><D^^\ ms^wmmtit, mm^mLxm^m^ 
*>?>-e&*K %dmwj±&, nsLm^mm (^mn.mmmm^, mmm*?) > $tm 


BWE!$ 2004-3037188 


mm. 2003-092923 


^-s?: 85/ 


[0 19 9] 

^mmm^^x mmvtmi tit, nmom^m^-rm^^^o o % 

P e p 5, p 7 5, Rho GDI, GTlb, MAG. p2 1 & if &$l5e1-S 
ZtfcXV) WmnW&imfe-e % %> * 7 & o to 
[0 2 0 01 

^o-^^o^d, So f<7)^> mmistzwrn-hm 

[0 2 0 1] 

& £ t & if k <£ c •ciiS't* ^ t § So 

[0 2 0 2] 


ffiSE#2 004-3037188 


2003-092923 


i-if: 86/ 


m& «t cr/ * tz (irstt k ram l tzmM t tz \mm & t £ & wi- & & 

[0 2 0 3] 

mmfrmxmmm%*&iK*tem<Dtz&<D&T£<D^m^ ^m^^xmm 

[0 2 0 4] 

mttmm<Dj]&<D—m$%:ffi.mZ'D^Xi±, G o 1 d s p i e 1 <b, Cli 
nical Pharmacy 12:488-505 (1993) ;Wu£J: 
tTW u, Biotherapy 3:87-95 (1991) ;Tolstos 
hev, Ann. Rev. Pharmacol. Toxicol. 32:573 
-596 (1993) ;Mul 1 igan, Science 260:926- 
9 3 2 (1 9 9 3) ^WCMorgan^IfAnderson, Ann. 
Rev. Biochem. 62:191-217 (1993) ;May, TIB 
TECH 1 1 (5) :1 5 5-2 1 5 (1 9 9 3) 4#!S©itoI^* 
&c43V>T^ffi£*L&— mmiZ&Savm&^DN A&ffil±, Ausubelf) (ff 
), Current Pr ot ocols in Molecular Bio 
logy, John Wiley & Sons, NY (1993) ; 
riegler, Gene Transfer and Expression 
, A Laboratory Manual, Stockton Press, 
NY (1 9 9 0) Kfa«£*L& 0 
[0 2 0 5] 

Ud s ot> Pep 5, p75, Rho GDI, MAG. p2 

[0 2 0 6] 


ffiSE# 2004-3037188 


mm 2003-092923 


T^n-Att«iBftWiaE, -r^*'; >««;tt, ^jaljee^. 211 

[0 2 0 7] 
[0 2 0 8] 

it^Fffi-e* & o ^ * V K#M ( S N P s ) fi, low^ 

%%>Z?\'*^Ytftitt>X^2>Wi&tf1bZ>o Pep 5, p7 5> R 

ho GDI, MAG, p 2 lO^Iil^ WefUJftMBBa-f* fe*t* 

m&fr*m^z>z.biftm<o^ =?w. mm, ^mttzit^m^mx^, ^ 


ttJSE# 2004-3037188 


tfrm 2003-092923 


^-v: 88/ 


[0 2 0 9] 

Kttt %> fc&tonifoikifimr hnz>o mffijfc& & if/ * tz \*nmv > i~n-t 

[0 2 10] 

J: vim,®) 

[0 2 11] 

*wib»j-*v*-c mm, =?ffi, 9m*tzi*j>%i±jm%:mi tit, 
, wm, ^m, mm (ttzizfem) ttzit^mz^x, mm±mmx$>2>'tm 

[0 2 12] 

(D^m mk\t, mm {tztxit, %?mmw, im-wmw) ) tuv>, 


tBIE# 2004-3037188 


mm 2003-092923 


I 89/ 


&m, m*km, m&m. Mm, m%MVo*£) xh^o, i*)BtL<i±, m?m 
m (Wx.ix. mim, #&jr, ^mm, &mm, *#su ±mm, &&m, m& 
m, &mm, mmm, mmm, mnm, m*m, *v?m, m^m, mmm, v 

fl&j&*fflv><b*L&o b< lit: hft^Olffl^fflv^tt^o 

[0 2 13] 

[0 2 14] 

^(DX^^Mm^ij^ttziim^i^wnm^^^vTtLxit, %m. 
imu vmm, m&&, m$m, axxHtuBW* swb&u Mmt;^ mm, 74 
mmm, mmn, asanf h*/k jR^*j:tf/4fci±iMfett7 

>Pep5. p75.Rho GDI. MAG. p 2 1 <DtfV Yttzittf 
[0 2 15] 


fcfcfiE# 2004-3037188 


#M 2003-092923 
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r;v*~~ > 2 tz « y v^) ; *y -9- ? * y h\ ? * y K£ j 
o^TMttr Sfctt^r* h y vfc-g-tr) 

#J (#0*.^ EDTA) ItW-^ (tflJxJ^ 

^mrnmmm (00*. If, Twe e n, y;vn-y^ (pluronic) £fc 
li*°y jc^V^y rr-;V (PEG) ) * ir**^ft>*t tt f> lc|S3fe$tL^ 

[0 2 16] 

tHi. pH7. 0-8. 50Tr i stf^Jl^ipH4. 0-5. 5 <DWfW£ 
[0 2 17] 

[0 2 18] 

o *° y ^ K\ # y * * 4- ^ k * H^ift ksotib &^ftv 
«->n>;m *^-#J^oifc)tf^JfcLTil£n£ 
±^i^:, H3^R3W^*»t*JW^M, »tR#k Steak jftiftftk 


ffilE# 2004-3037188 
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*<-i?: 91/ 


[0 2 19] 

[0220] 

[0 2 2 1] 

D-v>-h-;K MtH-fe^n-;^ h 'J ;i/«b;i/D^^, 

[0 2 2 2] 

[0 2 2 3] 


miE#2 004-3037188 


#0 2003-092923 


^->>: 92/ 


[0 2 2 4] 
[0 2 2 5] 

o 

[0 2 2 6] 

ft£^ft«b^lte£ft&^ 0 
[0 2 2 7] 

T*><9^>lMfri&**»f kft£^ft«bK|&a$ft£^ 0 
[0 2 2 8] 

£>ft& ft£>K|&5fe£ft£v> 0 
[0 2 2 9] 

§^ 7^^n-N> ?*§e& £ v> (izim^, ft& o # -/-fe ;v#J £ 

[0 2 3 0] 

v^nrf-;K ^fti&itfh ->^enrr vf^^tf £>ft&o 


ffilE# 2004-3037188 


2003-092923 


93/ 


[0 2 3 1] 
[0 2 3 2] 

[0 2 3 3] 
[0 2 3 4] 
[0 2 3 5] 

y *f)V a =. V A & X Z/mfc-fv fj 4 y*$&mf bti&W-tfih \~ mM £ ft & v* c 
[0 2 3 6] 

[0 2 3 7] 


mmm2 004-3037188 
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^-v: 94/ 


[0 2 3 8] 

[0 2 3 9] 
[0 2 4 0] 

. &t&-$-> atrtft-Ss **^o»Mtft#, 

[0 2 4 1] 

*3gfldW (B^II^il 4JRSfc»±*<D**rJ8u Remington's P 
harmaceutical Sciences, 18th Edition, 
A. R. Gennaro, ed. , Mack Publishing Comp 

any, i9 9o&^£#m) t.mmommomm^-t^mm^t^m 


tbliE# 2004-3037188 


mm 2003-092923 


v I 95/ 


[0 2 4 2] 

0B^rt^^J:^«ttrt&W-*r&*b;fl8iStrtaittt^ Omm 
a y a V -*f-^<7) id* 1 ; 4f-/*KJDL *9 tt*t *LfcJK£F*3 * r— f;H: «fc «9 m% 

[0 2 4 3] 

ma*. tm<o&'g*mm mutf, *nmm, m%?) Kmmmz&^ir&z. 

•>T^f>f (sialastic) 9 ^t±«Mi*frtr, 

[0 2 4 4] 

£f A £ tL7tra-C'3H5t 2 *L# £ (L anger, Science 249 115 
27-1533 (1990) ; Treaty Liposomes in t h 
e Therapy of Infectious Disease and 


tniE# 2004-3037188 


#M 20 03-092923 


96/ 


Cancer, Lopez — Bere s t e i n^J: Z/F idler (ill) , L 
iss, New York, 3 5 3-3 6 51 (1 9 8 9) ;Lopez-Be 
r e s t e i n, |WJ#3 17-32 7 Jt £#HBtf> -T «b \ j£ < m**&M<OZ. t) 

o 

[0 2 4 5] 

^ hKmommfm^^x^ ^mttzam.^^ mmztitz&%t&*x 

3£jt£*l#&o KXDmMJ&MK&^X, #>7-t)m^btinZ> (L a n g e r 
(iftfii) ;Sef ton, CRC Crit. Ref. Biomed. Eng. 
14:201 (1987) ;Buchwald<b, Surgery 88:50 

7 (1980) ;Saudekf>, N. Engl. J.Med. 321:574 

(1 9 8 9) *mm<nz-t) o m<ommfm^^r, iM^um-^m^htin 

^(Medical Applications of Controlled 

Release, Lange rfej; XfW i s e (jIB) , CRC Pres. , 
Boca Raton, Florida (1974) ; Control led 
Drug Bioavailability, Drug Product De 
sign and Performance, Smolen&J: ZfB a 1 1 (i 
), Wiley, New York (1984) JRangeriilTPepp 
as, J.^Macromol. Sci. Rev. Macromol. Chem 
. 23:61 (1983) ^#M<^- t'.Levyf), Science 228 
: 1 9 0 (1985) JDuringk, Ann. Neurol. 25:351 
(1989) ;Howard^>, J. Neurosurg. 7 1 : 10 5 (19 

8 9) i>tfzm%<DZt) o 

[0 2 4 6] 

< fot, ^ffl*^— U(Ofr*'&^t-t2> (fl!l;U£> Goods 

on, Medical Applications of Controlle 
d Release, (Utrffi) ,^2^, 1 1 5-1 3 81 (1 9 8 4) £#M 

[0 2 4 7] 

tBiE#2 004-3037188 


#M 2003-092923 


^-v! 97/ 


m<Dm'MZti?zWz1&m±, Langeria «MK£^TIif&£fr& (S c 
ience 249:1527-1533 (1 9 9 0) ) • 
[0 2 4 8] 

0 (Mx.it ^ immfc 10-1 oS#**^ifbtL*e UH-u 

[0 2 4 9] 

jftPift-^OW'fr. 0. 01mg~10gtl)^ £f £ L < fi. 0. lm 
g~lg> lmg~100mg, 0. lmg~10mg^m^#^o » 
S#G>3lr6\ 0. Olmg-lgt*?), fiKli^ 0. 01mg~100m 
gs 0. 1 mg~ 1 0 Orag, lmg~100mg. 0. lmg~10mg&h* 

[0 2 5 0] 

#1 *U ^T^2tC#£^tL^<b^$7^{i^JO^*,OloSrg!J^ 


miiE# 2004-3037188 


#M 2003-092923 


<*-i? : 98/ 


[0 2 5 1] 

(FDA) ft if) ^l^Lfc^^oT^^tt. *<7>m&'gmz£*)im.* 
&VtzWiMm2ti&o t%7Hmii. ^■bW&miJcm (package ins 
e r t) ii^tt«y»#:-Cli«$tL*^ *-*UCR£S 0!lx.tf> « 

(0Hx.WT> > * - ^ ^ h £ *L£ * - A ^- v (^^^^f V) „ 

OJ:-9ft^t?*>H«$tL»* 0 
[0 2 5 2] 

{i^^tCi^^m^ftSg^M^mt *rl±P e p 5, p75, Rho 
GDI, MAG. GTlb, p2 ltiit^fei (^Jilt 
WftHSJ3c^OMMtcJ:o-C^$tLW*o t&mt*. P e p 5. p 7 5, Rho 
GDI. MAG, GTlb. P 2 HCH3l1-*tfeJft 

[0 2 5 3] 

(fi&WftKW) 

*^ff>«i:J:ot, p75NTR^ R ho GDItO#^ MA 
Gfei^NogotCtoTii^^tL^iii^iE^tt^o p7 5NTR|i, 
iffnc^TRho GD H^Rh 0 A^mM^^Wl^-fh^X^ p 
7 5NTR^L!iMAGi^iNo gotUSRh o A^ffrte-ftfi. ^ft< 


ttJIE# 2004-3037188 


#H 2003-092923 


: 99/ 


fc«&55"«fc> Rho GDIlfttgBl^o Rho GDI^RhoO 

yr-yx* v^^Y^m^x^mmt^x.xiRh o^gtp^ 

? v*<f- K^yn-t^^I^LH^v^f, v> < o^Rh o ^r->^ * 
Vtf K^S^«i> p 7 5NTRhmiBJM#^» (£*Ud\ ^SPRim**^^ 
i^H^l^t'^) o SlJORho GDItttl^SiXirV7 
t-V ^yV^y^^f^ S w i s s 3 T3IMtR h o AOfirtefll&il 
3»U EOCfcfct p7 5NTR#RhoA*gttftntv^*»lflf^ 

b ^«m-r & £ tea*-*- i>ito 

[0 2 5 4] 

f- £ v * * o^ftSHfo^ a. - n > $ fcl±tffJft»ft- * - n >^ co«i^#at±. 

>e^*-e^«#^tL^ (3lffi»2> 17) o £<7>itilM^ P7 5NT 
R^'jr/F^i:gBL#^o $Hffc<b> p7 5NTR^t^Trk 
A Uv^an a-n>li, N G F KJfc^ ITtt^fe £ 
Htr**fcT**o ittt><7>SlfSfc*fMfi9*C, p75NTR|; 

ftH£*LTV^ OIJBlfcflU 8) o ^^O^mi:— icLT. 3&fiS£''Cfc|a!5££ 
*Lfcflii!£2§e#S<Z> 5 i i; V fisfc^f > if * - (D&XtiK p 7 5 N T R ^-fiK^i" 
*JfcR£lfi#L-Ci/>& (3IJB:fcflt5, 6, 7) o *iif «b Wit 

P 7 5NTR<7)Rho G D I IMto^ 4 Cf^ ^ H t ^^t 
-T&o p 7 5 NT R^il^^-n>0*!i^5feSOM«9{i> p7 5NTR 

& ^ * * + -emiis fi^mMm^mx-mm-c^ & &mwfmm 
&£xf&^77\s-Ymm<om^tmmt*t;t*) $\mxmis, 20) 0 
r h o $k&jm& K&wzmm$G&<offlmzm j 5-LT\'*2> x *> tt<o^ p 7 5 
nt r <7)WJf&T Kjaif&m^fzmmm, r h o m^<om.w^m^<D^m^m 
®Ln&nmm*$>*)n&o m*m^zt\^ ss^o^wu Ra c loiti 


ffiSEijf 2004-3037188 


#M 2003-092923 


^-v: 100/ 


LX^2> tfmXWl2 1) o R h o GDIiiRa c 1 t£&L, ^LX^7*. 

ho GDH^ORacl«it Rac lWi7x^^-{;^t^ 
i^pItWofot, Rho GDIti.Rho GTPase-i7x 
* * -*I2fpJB 0^p H 1 M KUm $ frtzMffi ;L & £ tfim £ fir o £ h 
■b&m^&^X, Rho GD I KJ:o-CTO£*L&R h o v^MSitO^ 

[0 2 5 51 

>^>*^fta) #jiffl3*LTV>* (?WM2 2) o p7 5NTRj|^o» 

^»p7 5NTR^fj^ RB*^fc*fcRJS&TNfc* (S\mtM5, 6 
> 7) o^if^f-^Kiot, p 7 5NTR^7^f V7t-A^f 
It^^ftp 7 5 N T R |±m t ^ V^a - n P e p 5& 

§m*^Ji%fr'??zZt&7f;-£titz<7)X« (H5b) . ffiv»r>f V # 

[0 2 5 6] 
[0 2 5 7] 

**»tt5ifc^ iiT?154Mffltft*o *ISWf f>tt> Pep 5^ 5 
<x y > > t tf * - k i o -c#tf*3 tt&feffi Kimir 


mSE#2 004-3037188 


#M 2003-092923 


^-v*: 101/ 


£ki:ft|Uo Pep5li, JWI-*-n>^e>o#ft^jB#SO 

NGFlf^liB^ (■7 , -^HI±^$*v*) > lOOng/ml BDNFtft 

mm H«+ & H« W ft KAMI £ U# & o 
[0 2 5 8] 

to 

[0 2 5 9] 

(P e p 5 <OtfV ^-f^ VMWd 

lo^jTOK^T, Pep 5 tfV *<~f*f- KSr^trfliftSrltei - * 

IMfo ^Ku MS/sli^^h^lftftJItt, «33ffi#<^iif^*o*v>T, 

*m& (.urn, mnBt&z) ^ *#<&$m»> ttsu, k&s. fflfio^tst 

if<< h\ /hJHfiit^ *¥$mm± 1 9 9 4 o tti©S4 

p 7 5y^tMEl««t^-^:J:ot (Pe P 5i:U) > 

[0 2 6 0] 

1 -DOMWMBK *5v>t\ $H^i:^t^f,ji^Pep5, ifcttf07 


ffilE# 2004-3037188 


!&m 2003-092923 


s<~-z? : 102/ 


k & v> x , n±©7^ m^em. ttin£ i xfx&i-fr htt&m&t) ma s tt 

( c ) E?!l#-f- 1 KIBIRoJttEBl©* /7 -f fctt«"A5W3?W*fr 
i:J:oT3-K$W, #V^rf-K; (d) E?!l#^2 £E*fc07 5 /^E^U 
©afflraflfC**^ ^y^^K ; ttzit (e) (a) ~ (d) wWlo 

[0 2 6 1] 

lo^Jtv^fiHij^T, _LfB (b) fc:fe»t*MI, #toit>^ 
0$ct«5e$*LTV*-C& «£ <, Mx.lt 5 0mT> 4 0JSLT* 3 0^ 2 OJ^L 
Tn 1 1 0mT> 8^ 7&T\ 6£HT\ 5&T> 4&T> 

3 2 * - £ tv^o «£ J) v»3&o«tfe % mass X ZFX&tf 

[0 2 6 2] 

8UOi?t tv^i&^^jsv^T. ±15 (c) fcfcltSJtifciWS^JWtti. e 
[0 2 6 3] 

[0 2 6 4] 

SU 2 L v^HJfe^SS &-£v*T, Jtffi ( e ) »c is tt & -tlB&^ffc*" U ^ 7°^- K 
p 7 5^ 0 y^7 0 ^KtOtli:^ffl^^W'otL^^ttib^|5I^$tL^v^ 0 


miE# 2004-3037188 


2003-092923 


^-v*: 103/ 


[0 2 6 5] 
[0 2 6 6] 

T, 04 L<Ji, 4>&< t^47^^S> J: 9 04 L<Ii5T^t^ 67 
7 75 7il, 8 7^/fI> 9 7 5/ K5, lOT^^ftt^o 
T&<fcv\> $£>K04L<li^£< 1 575;i«ni)#, *^SL< 

izmiffc&pMzfri^ *tib<Dmo&. (mx.it, 1 1, 12. 13, 1 4, 1 

6* if) &&v>l;i N *rti£k±<DWc mx-tf, 2U 22,... 30, t 
[0 2 6 7] 

Pep 5, i^li-?-07 5^ > h t < {i5fcl^#ti, Sfi?!l#-5f 2 ^ T ^ 7 
[0 2 6 8] 


miiE# 2004-3037188 


VfeM 2003-092923 


i? : 104/ 


[0 2 6 9] 

(Pep 5 0«« 

l-DOmW^to^X* Jh§£Wtes P e p 5 'J K ^ ^ - Kf ^li^ 

«9^f-**trtt«^«L, ffitltfi^ttWtitfO, TO, #Wf2fc 

(»^^i6oa^tj^is«i-^>o iit, to. #ket fctt^ 

. ffifflaw, mmmtti?) > ^m, i»> k&s 

(#«rt«-^*5!r>f k> 'bimmm, *w-mm± 1994 0 *»wc 

fi, p 7 5 y ^tMSa«$:Ilft^ i t i: ± o t (P e p 5 

. Lfc^t, t£3£3»J: *9 #*ut£»£^1-o 

[0 2 7 0] 

t&mw>m itzittoyy >r* y h m\\ *%-fz> *° V Z ? V*<f- Y ', ( b ) @5^iJ# 
J &2KtiM<DT$SWESffl (CFFRGGFFNHNPR YC) frb%2>#V< 

2 kibiro t $ y mse^y k^t, i &±<d r < j Wf, #in*5 ± 

^ F ; ( d ) E?!l#^ 1 HI B«<z>&|feK?!l <£> * :/ 9 >f x gElMfct tttfftflHS^ 
U^fcX$>Z>, % 9 Y ; ( e) SB^iJ#-^2 KIEttOT S /WJ^f> 

^^^V^7 9 ^-Komffil§I#^3--K1-^> ^ 0i ;^^ V^-^K ; (f) (a) ~ 
(e) ©v^^ioo^y ja^i^f-Ftc* M >yi>fifrT^W/'J 


tbM# 2004-3037188 


<WM 2003-092923 


^-v! 105/ 


K ; tizit (g) (a) ~ (e) OV^-ftL^lo^^U^ ^ K$ 
[0 2 7 1] 

looffj tv^M^JCio^T, ±IB (c) HU»t&1l*^ ttin&J:^^ 
<Z)Sct±. HiJeSfrU 0UxJ^ 5 Omr, 4 0£lT> 3 0^T> 2 OJ^T. 1 5& 
T, 10&T> 9J^T, 8mT> 7mT> 6J21T> 5J^T> 3JTF> 2 

[0 2 7 2] 

tiVtZW *7 7 * v Y\z.MLxmmtto*mfc£<oM~5&m, p 7 5 t<oi®E&m 
, p75l:i-?.Rho GDI <7>$£tgfi®iOfig&& Z&mfh fr&ifiZfcb fcffi. 

[0 2 7 3] 

[0 2 7 4] 


ffiSE#2 004-3037188 


#12003-092923 


^-v: 106/ 


[0 2 7 5] 

#f 1 L^nW&WiK&\,*X^ ±.|B (a) ~ (e) <D^-f tifr 1 % $ V 

*9$?£ L< (i4>&< £fc&9 0 £ K#f £ L < J£^& < Hl!)98 

[0 2 7 6] 

0f Lv^Jfe^^iSV^-C, ^m<DP e p 5 & K1~^^m^t fcfi-?- 

\s*<f-Y&X$>*)n, WJK W< t £ 2 0<7)^i-^^^ Vir^- K« 

Z-tit><Dl!R<0& (Mx.lJ, 9. 11. 12. 13, 14. 1 6 * if) £&v>fi. 
*r*i&±<7>&. 2 1. 2 2.... 3 0. ^otUv^ ^ 

[0 2 7 7] 

P e p 5 K-*-*#ByWF\ ifclif079^ > h & L< liSSafcflctt 

. m^m^- 1 <^^m@s^j o^hh^ e> * & 0 

[0 2 7 8] 


tb!E# 2004-3037188 


V&M. 2003-092923 


^-v. 107/ 


[0 2 7 9] 

(P 7 SO^V^^K^ljR^LrWftWtcffiJLf^ffl-r&H^) 

Sit^ *^S^*± 1 9 9 4 «r#JS) 0 #§§9m±> p75v 

L/:#ct, #3&9Jf±. t&5fcgc#f£ «9«frfc3&*£7F-r 0 
[0 2 8 0] 

1 o<^Jfe3£®&£*3\/>T^ ^OS^Ii, ( a ) @e^iJ#-^-4 KffifcOT 5 J 
mwmZtzteZO???* > h^«b^^>, * 0i ;^7°^K; (b) Ifi5 r !l#-^4^iB 
W.<DT 5 / m@B^iJ £ T > 1 m_hO 75/ SfeWtSI. J: •U t X&fr btzh 

* V ^ ^ K ; ( c ) E?iJ#^ 3 * ti 1 6 tcf B«0^*K^iJ c7) * ^ 9 >f * 
#:£ fc (±^ALstf5^M#:^ iotn-KS^> ^ y K ; ( d ) 
•^4tc:SB*OT5>'mKy!lO«fflra#t?** > jKV^T^K ; Ztzlt (e) (a 
) ~ (d) <D\<>?tifrlv<DtfV^7r}?\zMt ti> 7 0%t? 


ffiiE#2 004-3037188 


mm 2003-092923 


^-v: 108/ 


[0 2 8 1] 

lo^JLv^IfiC^v^t, ±ffi (b) H**t*«tft> ftiO^J:^^ 
0«:tt|R5fe$*Lrv>T«> i <> mz-&, 50JTF. 4 0J^T> 3 0^T, 2 0& 

t\ i 5 j^t> i o mr. 9 j^t> 8 mr> 7 6 mr> 5 wt> 4 j^t> 

[0 2 8 2] 
[0 2 8 3] 

4 i'^i-T $ y mw,m <tt>9 9 %<Dmm&*^-t z - * t 

[0 2 8 4] 

Jci" Sit ^t? § > 4 fc^-fT 5 </ ^Sfi^iJ < t & $j 3 0 %0*S|WI 

[0 2 8 5] 

SU<^$ft LV^HM^J'^V^T. ±|fi (e) tc*5ltS±ffi^^ i ;^7 p f-K 

R h o GDI fcOfflS^ffl^if^tf e>*t***^-*LC,icRR5fe$*L«:v> 0 
[0 2 8 6] 

fttL^mM&mz&^x, ±m (a) ~ (a) mwio^^u^ 


mtE# 2004-3037188 


#H 2003-092923 


109/ 


[0 2 8 7] 

iS> 10 7^/iST^oTUv>o 3f>fc«P£L<li^fc< fcfc 1 5757 

11, 12, 13, 14, 1 6&h*) &&v>(i, ^tU^Lt^ifc 2 1, 

2 2, . . . 3 0, -eaboT^ J:v^ 0 ^Hjoa^#^^5lf^ffl1- 

[0 2 8 8] 

, Hit, ^«^^J:^tt^<D^^W^^^#i: ^S^^^^>o <£ W 
[0 2 8 9] 

i o©njfc3§a»fc$3v>T, p 7 5 ^7°^- K, ifzit^rvy??* > y i> l 

< te&^fcfi, E^Jff 4 07 5 2 7 3-4 2 7fc3 £i±@e?!l## 1 7 or 
5 7^2 7 4{£~4 2 5&<Dmm*^tto ICffl Lv^ifef^"C(i, p 7 5# 

3 9 3&~4 0 8{£, t7t«SS^J#-^l 7©7^f 3 9 1 <i~ 4 0 6fi<0|£H 

[0 2 9 0] 

loco^it^lpJc^v^T, ^fi^tt^^i^O^m, IM2/c(;M»Ji, 7 

tBSE# 2004-3037188 


4HH 2003-092923 


^-v: 110/ 


[0 2 9 1] 
[0 2 9 2] 

(p 7 5^';^-/f-KO^m^S^L-CfflS^ffli-^S^) 

oaus^^jstt't^o --^-e. w> teiiifctt^fui****** 

mtfJ K> /hJH W^tt 1 9 9 4 *#hb) o *§£WXte, 

&j5*. p 7 5'>W^^Iit-5ii:i:J:ot (p 7 5 fcft^WMSS 

htiX&blr, L/^'ot, *f&9§li> 9«*Lfc*&**^*to 


ttllE# 2004-3037188 


#M 2003-092923 


^.--J: 111/ 


[0 2 9 3] 

^*@B^iJ$ ^(i-€-<^) 7 9 v b @e^J^^1-^. v * * l^?- K ; ( b ) @B?iJ# 

K1-£**V**V*^K ; (c) @B^iJ#-^4HfSm^T^y^^Jlci3V^T. 1 
^±0 T 5 7 #1)0*5 «fc 0%tc#> f> & * 9 J: 0 ft* < 

^V^yf- KSra— Ki"<5>> #y * * l^*?- K ; (d) SB^I#^-3 * tzii 1 6 

i ^m<o^smwsm co * y 9 * s tz ittt+Lmtt^mfa-c 

K ; ( e) E^J##4 KfBlftoy $ BttB^** * * # V ^-f- KOSffifflpg 
#&n-F-t&> sKV^l'^K ; (f) ( a ) ~ (e) <Wf fifr 1 o<^)^ 
V ^ * l^f- Kfc* h y > > j^ftqp-evw /'j^XU j8»o&to3&fl&f§ 

tt£^&* 0i ;^y?- K£n- h-ta^y** w^-k ; f fc« (g) (a) ~ 

[0 2 9 4] 

loo0JLv^ifit:^i/^ ±12 (c) fc&tf&flKfc, ttiDisJtf&^c 
(Dm$, RjfeStU M^lf, 5 0mT. 4 0^ 3 OJTF. 2 0^ 1 5& 

t\ iomr. 9£ir, smr. 7^r> 6Jl>tf> smr, avxt, 3&t\ 2 

[0 2 9 5] 

tefcLTfi, 08x.tfs ie?iJ#^-4^|Bm^T5ymiB^J^^^^>^V^7 p ^K^ 
f;li^77^>h^Lt#Ifi<l^t^S^, p 7 5 fcOfcSlfls/B 
, p7 5fc£*Rho GDI<DWMW<omiB1k£1Wlfb&&&*tihKl& 


tBIE#2 004-3037188 


#H 2003-092923 


^-v: 112/ 


[0 2 9 61 

wont v^mffij&Rte&^r* MiL&m^mmz, mi&^st tziti e 

[0 2 9 7] 

tz ii 7? 4 t - 1 LT, -e-OSOitfST- 7'f/9'J-«:^^ , ;-->Wii: 
[0 2 9 8] 

£f£ L^mWBMKiS^X^ Jif3 (a) ~ (e) ©V»ftl*loo#'J^^l' 
^■^Ki/iti-e-offittE^JlwWt^ra— tt»±, 4?fc< fcfcift 8 0 J: 
L<*±4>£< £&&J9 0%T?£>*)#, SfcKSft L< J±4>& < h<£>&79 8 

i> b i>ftt L < < ti>m9 9%-e^>«9#^o 
[0 2 9 9] 

KST* L < <bi>20 <DMWi-f&X? V-*^- Kftt? 

*ihom<D9Si 9, 11, 12, 13, 14, 16* if) &&v>fi, 

tUiLtOifc (^Jx.tf, 2 1, 2 2, ... 3 0, &if) t^oTU^o ##£9! 


fcbfiE# 2004-3037188 


#H 2003-092923 


^-v: 113/ 


ltttfflt-5i fc^SARD, *4>±RO;g$«\ E?iJ##3 t tzi±l 6 
l-E^J^S^&oTfc J: <U ^l:gi§ft?t^otUv^o **v>tt, 7° 

* ®Ht^£ < t kit 1 5 * 9 VJr?- Kft-Cfc SPS L < li&J 1 7 ^ * 
[0 3 0 0] 

y Y i> L < t±Scg£#f±, E?!l#-^3 O^Kffi^lJO 114fi~1 3 9 7 fit fcttE 
?|J## 1 6 O^mSS^J^ 114-1391 ffcOfEB £ *) ifrt L < Ji> P 

75^3- K1-&«BbH\ * fclif©75 ^ > b L < E£iJ# 
*§r 3 <7)^m@e?iJ lffi-3 3 8 6fi> 4 fcttE99#^ 1 6 O«SfcE?0 2 5 

9 {£<9$EB£ 

[0 3 0 1] 

[0 3 0 2] 
[0 3 0 3] 

uv^siafc^jR-ctt, *i&woH^tt, ^aR^F-e^So ^wom^m 


ffiiE# 2004-3037188 


4ttK 2003-092923 


114/ 


OtS^l^ "-?-*Lt><^W<DjBc (<5Ix.lf, 9, 11. 12. 13, 14, 

Zti\>X±.<OltL (M7L\t^ 2 1,22,... 3 0, t^ot^ 

/n-^) LTl£ffl1-££ t**-C#*RiJ. ^O-tRoSStt, K^J#-^ 1 
[0 3 0 4] 

tot, \^<nmmm%nmm\~&^x, ^w^m^i*. ±r (a) ~ ( 

[0 3 0 5] 

^O^Wfc^i&^j&fcis^T, *^^H^F(i, (a) ~ (g) wTtifr 
[0 3 0 6] 

(p 7 5»^r^i'j^fW) 

M^m, #fti»**fe»±»«ottJBio, #k®, to, #w 

j»*n#-r&o ---e, nfe. ^sff, to, £ tz iz^k±m±%miz, m 

^t^it^ti, fOJ:9 4i*ftjet4fe*tttx Mill ffcfflBW. *fcfe 


*SE# 2004-3037188 


#JM 2003-092923 


115/ 


<< k> 'M\mmm. *w-mm± 1994 &#jso 0 *§&w?i±, nm<ow^ 

X&h-f, U:^ot, t«i "9^tL^^^^ 0 

[0 3 0 7] 

1 ^^imi^^T, ^#PJ<7) p 7 53tt^ ^t*. ( a ) 

3 ttzit 1 6 Kun<vmmMm<v, -e^-ea^ ^ v*?- k 1 9 s 6 3^t 
^7°^ k ; ( b ) mm^ 4 ksb«o 7^y m.m\L -e^-r^r \ ; m. 2 9 

2 5 0Utfzit3 0f£~2 5 L < lt^<DyyF* >Y*mir&, #V<7° 

K ; ( c ) lE?!J#-^4 tc|a«OT < /fffi^i -ett-TtLT 5/^2 9te~ 2 5 

Kt^ot, »^B^tt«:^-t-^>. 3cg£fM*V^y^K (d) E?!l#^3£fc 
(±16 KfB«0:£3fegB?!k ZtirtlX ? V**f- K 1 9 8te~ 8 6 3{£5 tzii 2 0 

„ sj€ V K ; ( e ) mm-w 4 ICfS^O T 5 / ^IB^iJO, fti-fti7 5 

7^2 9{£~~2 5 0iiJ/;(±3 0{£~2 5 1 ftL*^ft& #V ^t 9 ^- K<£>, StfBPJ 
y ^y-f - K ; tfzlt (f) (a) ~ (e) (O^-f tifrl^xDtfV^-f?- V<D 

[0 3 0 8] 

low^itv^lfic^v^, ±ffi (b) Ki5»t*ttSk -fttJPisJ:^^ 
<7)ifcM^£*LTV>T& J: <. lajxJdf, 5 0J^Ts 4 0J£JlT\ 3 0^T> 2 0& 
T\ 15&T\ lOmT, 9&T\ 8^T, 7J^T\ 6 &T\ 5^T> 4&T\ 


fcBIE#2 004-3037188 


2003-092923 


^-v: 116/ 


[0 3 0 9] 
[0 3 10] 
[0 3 11] 

?s<~-XKttLX, *§kW<F> p 7 5 ^.xVSfi?!)*: tttft^ £ t i o T|WI 

£ «\ @e^ij#^- 3 * »± i 6 itZTF-tmrnnm t tz \±wmtt 4 ^m-r r ^ ; mse 

[0 3 12] 

w^^Wttatii, @e^j#-^4icis«<7)T5ym@e^J^^ 

Pep5fc <D#E&m, Rhot <DttE&m, GTlbh OfflSLfWB. MA G k 
<7)ffiHf^ffl, NgRt OfflUflsffi. N o g o OffiS^ffl. OMgpt <7>*SS^ 

E&;££*t&v> 0 ft«*Kir^^ 'J>^i^ifi:io-C 

[0 3 13] 

j£F£ Uv»|tJfc»|Rtcfe^T^ ±!B (a) ~ (d) ov^loo#^7 J f 


tfJIiE# 2004-3037188 


2003-092923 


117/ 


£ t < l±4>& < 9 9 l)flM>o 

[0 3 14] 

S^BIS, 77^t^ 87571ft, 97^tft, 10 7UlST*o 
tUv^ 0 ?t)t|fJL<W< fcfc 1 575;^*^ L< 
(i^<tU0 7^iSt^^#^ o £*l£>otS SfflMOTmii, Mcfo&J 
\z^\ftzW&<Dtefr\z, *tit><DM<D& Mill 11, 12, 13, 14, 1 
6* if) *-*U2JLtO& («x.lf> 2 1, 2 2, ... 3 0, T? 

10 3 15] 

^^>b&L< f±&^#(i, IB?!l#^- 4 £ tz it 1 7 -ett-TtLT 2 9 
5 0ffiSfeli3 5 l{iO«l<:^tro J: *9 L < fi, p 7 51 

•f-4 ttzltl 7<7), -€-tt-rttT^ym2 9fc~2 5 Ofif fcli3 0fc~2 5 H£ 

[0 3 16] 

[0 3 17] 


miE# 2004-3037188 


#M 2003-092923 


^-v: 118/ 


[0 3 18] 

( p 7 5 mnm Y*jy *° >; ^y^- wmmm) 

to. &mtfcte^&<D?z&<Dffi.j&!ydzm&-t2>o zzx\ m 

ilf o/n*7 ^ - ^ L^^^^t ^» ^ t ^-e i , ^i^^i^ 

?kfe-f2>tztbKi±, en*, or. M^mm mm, mmm%t>) , mm<o 

^fts, m\u ®.&m, mm<vmmtfzimm% f^fitt, mm^m 

994 *&m) o *§&wx-i±^ wmvniktK p 7 5 ^^i-^mmmm^mmir 

SitCiot (p7 5fflMF>r/-f'JWn:U) , 
Pl««a^ ti& £ ic J: & c * jc & o o £ <D X o & v ^ 

[0 3 19] 

(a) K^iJ#-^3^fc(il 6 Hie*c<S>m«§5?iJ. **L***LJ* * V*?- K 1 9 8{£ 
-8 6 3ft£fcli2 0 1{£~8 6 6©* V hm\}*3i"?2>. # 
V Z ? V*?- K ; ( b ) E?!ltH§- 4 i fcfi 1 7 i3|B^(7)T ^ y miB^iJ> Zrfi^fi 
T< yg^2 9&~2 5 O^f 7t(i3 0f£~2 5 1 fit /cfi^O? y 7* > h £n 
- # V * * W*- K> ( c ) @S^iJ#^4 £ tz\i 1 7 ^fB^OT 5 J Wtm 

m<0^ ZtL?*lTK;WL2 9fc~2 5 0tiLttzl±3 0&~2 5 Hfcfc*$v»T* 1 


tBIE# 2004-3037188 


#0 2003-092923 


119/ 


^i;^^ K£n- Ki-^), * * I/**- K ; (d) @B^J#-^ 3 t fc li 1 6 
tRM<DlXMWffl0>> ZtiJffrXtVjrf-Yl 9 8te~8 6 Z$L*tz\±2 0 1&~ 

8 6 6&<dx7?4 xm&fcttzim&&fc?'Mmi£'?&z>> tfvxfi'**-}* 

; (e) S2^I#-^4^fB|£OT^ymie^J> *tL*tiT5.S&2 9f£~~2 5 Oft 
£fc»i3 0&~2 5 l&frhte&tfV^'f'f-Vvmmmfct:*- KtS, #V * 
?V*?-K; (f) (a) ~ (e) (D^f tL^ 1 ^<7)'f V ^ ^ Vtf M:^ h 'J 

K£3- K"T**y^^ V^"^ K ; * £tt (g) (a) ~ (e) <D^-ftifrl*o 
[0 3 2 0] 

1 o<7)$f f Lv^Jg^JciJV^T. _hffi (c) K£lt&g3&. Wtia&XV t X&. 

v>m±. mfczti, #jxj£> 5 omr. 4 omt\ 3 omr> 2 omr> 1 sm 

T> 10mT> 9JTF> 8J^T> 6JSJLT, 5JTF\ 2 

, »^WvStt^^#-r^> (&* L < fix p 7 5«^K^ <* vAfe^-KWfcjR 
[0 3 2 1] 

BUO#£ Lv^Wt^v^t, ±m^M^V^9- V&mir2>!k®¥tom 

tttu (±. $i x. tf > @s^j#^- 4 Kmm.<7> r ^ y miB^J^ ^> * & *° >; ^ 7^ k * 

#tOfflSlftffl> P e p 5 fc OfflSfiUHx R h o WfflSfWIiU GTlb^ffl 
HffUB, MAG k<Di®n&m, NgRfcOffiE^ NogofcOfim O 
Mgpi: tf^BM^ p75i:J:^.Rho GDI <3*Sf&1WI8ftf>1Wfl&fc £&mf 


ffil£#2 004-3037188 


#M 2003-092923 


120/ 


[0 3 2 21 
[0 3 2 3] 

?>£^££te-^£7 p n-7'££:*4'/7 4 v-fc It, >f 7*9 

&< t &?&3 0 % cOffi [Witt ^^f1- £ - t W £ L^o 
[0 3 2 4) 

fttL^nnifmiz&^x, ±m (a) ~ ( e ) ^-f^ioo^;*^ 

L < J4^& < fc i>%) 9 0 %-C& >9#, $ h L < t±4>& < 9 8 

[0 3 2 5] 

X*r<DMW%Z? VmmWjLnZo i*)lflL<li, 

<fc* 1 5 0iSt4>J^Vtf Km>)#> &:i3£?£L<{4^&<*:fc2 0 

mzmi>ftzm.^<7)fefr^ ^tLhvmvm. w*-n> 9. 11, 12, 13. 1 

4, 1 6£if) &-SW4, **gjJl±0& 21, 22 30, * 


fcfcJfE#2 004-3037188 


#0 2003-092923 


^- s> : 121/ 


^ @B^J#^1 K^WOO^e^fcoTfc J: <> **L£j@x.*fi$"C*o-C* X 
[0 3 2 6] 

* /:(ifW77 ^ > h i> L < (±5fe^t±, @e^J#-^3 i tzlt 1 6 
mWMVn^. , frtl^KX* 9 8^-8 6 3&$£:li2 0 1^~8 

6 6fc<7>f£B£^-tr 0 L<te, p7 5«Bia41.K^'f V*3-K-f*«» 

5H\ t/:lW7 7^^ > h & L < f±3c^HMi, B£^lI#-§- 3 tfzitl 6 <7>1£m 
SE^iJO. <€-*i-€**l* * Kl 9 8{£~8 6 3te££:f±2 0 1{£~8 6 6{£t> 

[0 3 2 7] 
[0 3 2 8] 

JRJTjI * > * a- Kt-&«BBE^J*^aj * ^tt-«»B0»"t a itCi 
[0 3 2 9] 

(r h o GDi^^f nzMLnwrnrnKm^m-r^m^) 

lo^Ii:^v»t, #3§W±, Rho GD I ^U^y^KSra- Ki-S^ 


tb!E# 2004-3037188 


#02 003-092923 


^-v: 122/ 


iiXtfRho G D I # y ^ 7*- K «: a - & WfflLtt KM L T#Hlft KfflS 
ftffl-rSH^Sr-fi'OfliftJjlJlL, #jBII*#*feJi#j(i^^g8o, TO, ®W 
*fzte=?&<Dtztb<DM.f&W*mmt&o ii"C\ ^©f, TO> 

(#ert«-t6*^^ >\ 'Nwmwtm, *w-mmt 1994 « 

m^it, p 7 5 ->^^te«j|W*aEBfi-&ifc^J:oT (Rh 

[0 3 3 0] 

( b ) BB?iJ#^ 6 l:|2f(7) T 3 J W.WM<D T $ ymi>L<l$t<7)77r*> 

m-rz. # v^y?- k ; ( c ) 6 KfBftor $ y mse^j^T $ j 
%<ti>i <><7>$£m*mir2>?fcmfc#v'<7?- mot, ^w^wflHt**?- 

K ; (d) SE^!l#-^5 tcfB^co^SE^IO^ * K<Z> 

K ; ( e ) @S^iJ#-f- 6 £SB«0 T $ J W.mW Wi^-f^ # y ^7°^ K<7) 
% tttBHfM* 1 ; K ; tfcli (f) (a) ~ (e) OV»f*i^loo#'J^ 

[0 3 3 1] 


aj|E# 2004-3037188 


mm. 2003-092923 


<*-*J: 123/ 


<Dm$m?£z*hx\<*xi>£ <> m*.i£, 5o&t\ 4o^t, 30^ 20^ 

T\ 1 10&T. 9&T> 8J^T> 7&T\ 6&T\ 5J^T, 4£TF\ 

3 2 ^T-e^)^ - t tmt Lv> 0 «£ 0 v^ogJIu faitt J: 

o 

[0 3 3 2] 
[0 3 3 3] 

^(DftZL^mMJ&mfc&^x, jtis ( c ) iz&tf&tt&mttgzmmi, m 

[0 3 3 4] 
[0 3 3 5] 

suo$ft v^mmMmKis^x, ±m (e) K:mt&±i2&^#^^7°^K 

p 7 5 ^OiSS^ffl^^WbtL^^tt^^Pl^^tL^v^ 
[0 3 3 6] 

#2 L^mM^mK&^X^ _tffi (a) ~ (d) Ov^-ftt^lo(7)^i;^^ 

i L<li'J?%< ti>%)9 9%T^l9#^o 
[0 3 3 7] 


ffitE# 2004-3037188 


#0 2003-092923 


^-v : 124/ 


1 0 7^^lT^otUv> o L< l*'J?%< i:U57^y 

*i5jft t< i*&%< b i> 2 0 75 y^R-e&*M#&o ittib<^ 

11. 12, 13. 14. 1 6&t*) **lVX±<7)Wl (tfUxJf. 2 1. 

2 2. ... 3 0. fc£0 t^oti iv^ 0 ^HWoH^^^fltj^ffiSftffli" 

[0 3 3 8] 
[0 3 3 9] 

1 ^(D^WMW^^X, Rho GDIsK'j^f K J^075^ 
<{i. Rho GDI^'J^f h\ •ttzteJrtf)? 1 ??* > h i> L< fi&^ffcii 
[0 3 4 0] 

[0 3 4 1] 


ffitE#2 004-3037188 


#M 2003-092923 


^-i?: 125/ 


(R h o GDI#'J^f-K*3- K1" £ mS&Hr KM LX&^M KfflUfl; 

1 o<7)^®l3i3V^T, Rho GD I jKU^^ K*a- V-f&m 

iJitTRh o G D I ^^f n - Kf-Sf LT#ifi^;ffiS 
ftffl-T^HT-Sr'S'trttigffe.ft, #ft»#*^li#jft^tt«l<J!>, #te, TO, ®M 
tfci*¥&<Dfcft<D&j&®i*$m+Zo ^it% #®f> M^Ttti 

(#ert*H&*j8 r 'f b\ /hJllftiW, *^E5**t 1 9 9 4 o 
Wtli, p 7 5is?i-frfcmm&*mmi-2>Z.tlz£iX (Rh 

o gdi 'f j i-f* y\z.m ^mzms^m-r & m=f^ x &) „ 
&<Dmmfc£&wmw&<D®mm*®btix&b-r, u^ot, *hwi±^ 

[0 3 4 2] 

l-oommrtwjz&^x, z<d®^i^ ( a ) @£^j#-t5icifi«co^»ME^j* 
tz\±z<Dy ? y h mm ztuj-^v; ( b ) ie^j#-^ 6 ^iBfc 

^ u-tf- k ; ( c ) se^j^-f- 6 Kfg^or ^ y mse^'J k&v>t, i m±<7> r ^ 
K&n-K-r*. ^ oi ;^^i/^^-k; (d) se^j^s^fem^m^^ijco^y 

(f) (a) ~ (e) ^v»f^lo<7)^'^^VtfF{:^ h 


JiiSE# 2004-3037188 


#H 2003-092923 


126/ 


Kfca- K*-&#V** K ; (g) (a) - (e) WftuMo 

<7>#y * * Kt fe*4 -eofflfflE^Jtc^f-t 4 tt**^* < £ & 7 0 

[0 3 4 3] 

_tSfi (c) K&tf&wm, ttm&ZU t X& 
<omt. 0Jx.WT, 5 4 O^T, 3 OJ^T. 2 OJ^T, 1 5J^ 

T, 10&T\ 9JSlT\ 8J2JLT. 7J£JlT\ 6&T\ 4&T\ 3J^T, 2 

, £to^KrtSte*r«*H-;& (jfiKli, Rho GDI m^W® £9mt2> 

[0 3 4 4] 

tt 1 1 r (4. ^ix. «\ m^m^ 6 tctamo r s s msmfr % & # i ; ^ -7°^ k * 

, p75i:URho GD I W*|feW0OWIIIf*^^»f e>*t«3j»**L5,»C|R 
[0 3 4 5] 

mow- 1 L^mmmm^^x, n^m^^mt, wmtt 5 K^-rmwt 

[0 3 4 6] 


{HfE# 2004-3037188 


#0 2003-092923 


^-v: 127/ 


[0 3 4 7] 

UtL^mWfMK^X, ±IB (a) ~ (e) Wf^lo^f'J^^V 
[0 3 4 8] 

OiI§H-& * * V*?- Kftt?* $ h L < ti^fc <tU 5 O^MI" 
jHC ^thb<7>m<7)$k (flllxJdf, 9, 11, 1 2, 13, 14, 1 6*^) 

ma, -etu^-h^m 2i,22,... 3 o, t?Jbotuv» 

-•7*) £LT'fcffl-*-*£4:j&*-C§&RiK -eo±PI<£>tt£te, R2?!l#^3 4fel± 
1 6 ^f@a?!|oM^oTU<^ "*;MrjB;i&S£"e*o"r 

[0 3 4 9] 

lo^HJfe^lSKfe^T, Rho G D I # >; K% n - Kt 

-S-tro i»)ffiL<li, Rho GDI#V^^K*3-Ki-*«B^?-N £ 

& o 


miiE# 2004-3037188 


#0 2003-092923 


^-S> I 128/ 


[0 3 5 0] 

[0 3 5 1] 
[0 3 5 2] 

1 0 Oji^-t*^ ^ V*^ K«T?* $ £ fcfcFt L < <tU5^)l 
m-%>*>7 V**f- FS-e^>«9#. fc*50£ t< ti4>&< £ % 2 OOim^^ 

<^5/Hc, -tftfcOffiOgt (tfflxJf, 9, 11, 12, 13, 14, 16 4^) 
-e-tLjJJUtO^C (#UxJi\ 2 1, 2 2, ... 3 0, 

[0 3 5 3] 

tot, lo^W^Hlfl^^v^, ^OB^ii, _Lffi (a) ~ ( 

ffiliE# 2004-3037188 


mm 2003-092923 


^-v! 129/ 


[0 3 5 4] 

guo^wfc^iifej&siKfcv^ ^rnvm^iz, (a) ~ (g) ov>rtt^ 

[0 3 5 5] 
[0 3 5 6] 

Sfetr*S6ft*0 Pep5#'J ^7"^ K> P e p 5 ^ V ^7°^ K* 3 - K 

i-««a^F, p 7 5#v^7^rKttLX!$mmzmz.i'?m'rz>m^ p75 

tfV K*3 - Ki-««H^f- K#LT#^|$lcffi£f^-r&B^ p 7 5 

*ffli&H -f >#y ^-7°^ K, p 7 5«^ Fp< >f >*°y K&n- Kf* 
»^ Rho GDI tfV^zf?- VUXXfR h o GDI#V^f K*3 

^t^*^ffiv^tSff»^);^ ^ - * =Sr#B& L4#?>8t5fei-* - 

Mig, ^fl-IS^tfc 1 9 9 4 &#JR) 0 p 7 5 v 

^/i^g3ftffi»«:5t»f-r*ik^J:oT (p 7 5 y^tMsitKoiira 

[0 3 5 7] 

1 o(7)iiiit(i, P e p 5 #y K. P e p 5 *° y **rf* Kfc 3 - K 

tBBE# 2004-3037188 


&m 2003-092923 


^-v: 130/ 


-TZfflSlfrf; p 7 5#'J^f KKJtUT^KUCffiSftfflt-SH?, p7 5 
*U^^K*a- K^*«BI^F»w*ttT4#*W^ffiSf^ffli"&Eg^ p 7 5 
fflM&ft K> 4 >*°'J ^-7°^ h\ p 7 >#V<7?- K* a- * 

Effllfl^ Rho GDI#y ^7°?- J: tfR ho GDI#'J ^^f - K* a 
- Kf^St^lt *W*B»fci3v>T±8BtefBlftS *l* J: 7 t * i <h 

> Lfc^oT, #f&9§«\ 0«^fc»**^o Pep5*'J 

^yf- K, P e p 5 # K&3 — K"t &$[$£5H% p 7 5 4? U ^7^ K K 
*f L "C*B*M KffiJDfftB & B^fs p 7 5'f; ^-ff- K£r a — Ki"-2> WLW-fr^ \Z 
Mlt^»i:fflS^ft4H^ p 7 5j«ISmK^>f K\ p 7 5 

jffllS^- K7 >jK V ^•7°^- K&3 — K-*-*«HbH\ Rho GDI 

[0 3 5 8] 

S!JOJi®Ki3V>T, ^fPJtei*:, P e p 5 ^7°^ h\ P e p 5 #y ^7" 
K £ a - K-f & ^m^, p7 5'f^ 7°^ KKfcfrL KfflSflUB 1" & 

p 7 5^';^^ Kfca- K-f&«a^.^fC«P*aencffi2f^ffl^* 
p 7 5#ffll^ >f V** 1 ; ^y^- h\ p 7 y{ ^7°^ K 

£ 3 - K-f ««Bfc^F> Rho GDI^'J^f K43 ilFRho GDI* 'J 

i-& 0 &*<7>m.fr'kt> j £jmmz*mz> 0 &ji<ii, 20, 30& 

& v M ± 4 o <D # V ^ -7° <f- h\ *° 1; ^ ^ v * K is X X?/ 1 tz It H =f- £ M v » * i 


ffiSE# 2004-3037188 


Wm 2003-092923 


^-vl 131/ 


[0 3 5 9] 

^KMLx^m^K^m^ir^m^ p 7 k> -f f, 

p 7 <f ^7°^ Kfca- Ff&^m^. R h o GDI #U 

^7°^ K^i^Rho GDI #y<*7* Kfcn- K^&«Ifc$5^ 

•r&o uiT\ s^tc^^ati, mmfrmz&^xmtovmkzm^xmmm 
tm* <d* z^m Lte&b&zfc-t &x* § „ i ? *»5£-r 

jrr&cifc^-e^a («i«rt«-?i&*5!r^ f, Mimtm, *tmmt 1994 

K«toT (p 7 5 ^^^-^atfttt^HaH^) > nm^mm<om.miimm^ 

*#ftW£o»*»4f^&&;ftTfc&i% l/c^ot, mmm&*) 
mt^tzm^miro 

[0 3 6 0] 

1 <W%m&mx\<±^ Pep5#V ^7°f- F> P e p 5 ^'J K* a - K 

1r hWrnfr^ p 7 5*°'J^7'f K^tttlW^ffiS^t^S^ p75 
4?y-^y^K«r=r- K^^m^K** LT^WfcffiSflsJB-J-SH^ p 7 5 
ffllJfefl- ^ h\ p 7 5«Blfefl. F* ^7?- K*a- F1"& 

Rho GDlJK'J^f-Kii^Rho GDI^U^f K4a 

#S&9§"?«\ p 7 5 ->^;HS&il8&£j£®rf t 

t:iot, $ *U> i i: J: & C t h frK & o 


tBliE#2 004-3037188 


#M 2003-092923 


: 132/ 


, L/i^t, Wli *)«*L^**^"to P e p 5#U 

^7^K> P e p 5 ^^T'f 2 - FtSf p7 5^'J^f-Ki: 

^tT#^W^^iJL^ffl't^H : f-, p 7 5*°';^y^ 

ttLTflWWteffiSffcffi-t&H^ p 7 5*BUfefl>K*>f ^sKU^^f-K p 7 5 

K> >^ U K£a — ZmMfr^r, R h o GDI^f'J 

K^i^Rho GD I ^V^y^- KSra- FT 2>mWtfr=Fl** ftfflv^ifc 

[0 3 6 1] 

WlOP e p 5^';^^ Pep K^n - K^&jRBi^f- 

£ 3 - K1~£ ^Bft^f - K*t L KftEftm 1- & HT-, p 7 5 ffllfeft K;* >f 
• r ^~f c ?~ h\ p 7 5«£1- 4 >#'J ^7°^ Kfcn- K-r&^$tfH\ R 
ho GDI^'J^f K^iVRho GDI#';^yf-K«rn-K-f&5KBfe 

[0 3 6 2] 

Lv»*M0B|R-Ctt, ft. Pep5#'J ^y'^- Y\ P e p 5 

tf'J^yf- K&n- K-t*«S^f. % p 7 5 ^'^^ KWLt^[:ffiI 


tBIEij#2 004-3037188 


#M 2003-092923 


^-v: 133/ 


^^-Y^^-Y-thmm.^^ Rho GDI^ij^T^K&i^Rh o G 

imm<omm, ^m, &wtfzte^&<Dtz&<Dm.i&w*$k®-r2>o ^oi^ a 

[0 3 6 3] 
[0 3 6 4] 

[0 3 6 5] 

iO^jgjHBliao^y h 7~^<^*^<0/ci6OM;^{i, P e p 5 * 0 ';^7^- K 
, P e p 5 K* 3- Kt4«8OT> P 7 5 #V ^7°^ Kt:Mtt# 

^ >*'V^f K&rr- K-t&OTH^Ts Rho GDI^V^f K^iV 
Rho GDI #y*-f?- K«r=i- Kt-S^fclfl^frfc&ai* J: 

^iCi3V*Tj^^<7)^*fflV^TSII^ ? @^ <7>/^ p< - * fc&5£ 


ffiSE#2 004-3037188 


#M 2003-092923 


^-y. 134/ 


[0 3 6 6] 
[0 3 6 71 

1 "OOHife^a8t?t±> Pep5#'J t-ff- b\ Pep 5 #y ^T 6 ?- K* a - K 
•f&#Bb^K p 7 5*'^^ K^U#iWC»lt^l^ p75 

Rho GD I ^V^y^KiSit^R h o GDI#'J^f 
^ti^o 2|c|&Wei±, ttiiOSft^ p 7 5'>^^feat»»«r«Bf-r4ii: 

*l±fi£*ftie>*LTi3P>-r. L/;^t, ##&W±> flfeSfettUfJ: 0»Lfc3&**3F 
to #K> Pep5#'J ^7°^- K. P e p 5 ^7°^ K& 3 - Ft 

> p 7 5 #v vizttLx&mtoKttE&m-tzm^ p 7 5 *y ^y^- k 

£3- *«m«^-lC*tLT4**WJCffiSlf^ffli-&H : f-, P 7 5«fi^>V'f 
h\ p 7 5 «^ 4 >'f'J ^"7°^ K£ n - K-f R 
ho GDI^'V^f K^i^Rho G D I V K n - Kf 

* * u * ^ Kis X xf/ 1 tz it mi- £ m v> £ c: t tf-e % 2> o SU off S L v^Ht^i 
[0 3 6 8] 


ffi!E# 2004-3037188 


#0 2003-092923 


^-> ? : 135/ 


„ Pep5#y ^7°^ K* ^ - K-T&^m^, p 7 5 'f 'J ^7 P ^ KK** tt# 
ftWKfflSfftB-f&H^ p 7 5 ^'J ^T'f 3 - Kf 4«BI^Fi:*f ITt 

J y( V# V K£ a - K-T &&Mfr=3r, R h o GD I^U^f K^i^ 
R h o GDI ^;^7^ K*3- Kf a^i^T^ OS^S^*^ 

[0 3 6 9] 

& 0 i^*;Hi, (A) P e p 5^V^-^Y\ Pep F^- 

ki- p7 5#v^7^vizttLxmmmizmz.ftm-t2>m^ p7 

5 tfV**-??- K*a- Ki-^^^^LT#^tcffill^1-^H?-. p 7 
5 jfflJia^ -f h\ p 7 5 fflflgft Kp< >f V K£ a - Ki" 

&$EM53^ R h o G D I s<y°?- V&ZZFR ho GDI^'J ^"7^ 

&KJ:oTS£$:ftfc*IBJ&&BH, (B) M^ffl£^1-&£a6<7)#ff£^ 

[0 3 7 0] 

2b&v^±^ iOi^^^ryK^ (A) Pep5#'J^f K, Pep5*°'; 

-f &H?s p 7 5^V^^ K£a- Kt4«86^fWtT!RFiWi:ffil^ 
f^H^ p 7 5«W&^ V 2 4 ^-/f- K> p 7 5«BJ3^ -f ^7° 
f K^n-Ft«^ Rho GDI^V^f K^i^Rh o GDI 

^ «rfr tr a^tf ; ( b ) nmm * tz immmm KfMt-r z>zt&x~z& mm. 

[0 3 7 1] 

HilE# 2004-3037188 


mm 2003-092923 


^-v: 136/ 


[0 3 7 2] 

®IxJ2\ CD-R) , W^-ZK ^xWh^ifC 

[0 3 7 3] 

ii, ( a ) P e p 5 # y ^•7"^- h\ P e p 5 *° V ^~7*f- K&n — K«t 

, p 7 5*y-^^K^LT«p*Wtcffi2f^ffl-r&H^ p7 5*''J^7'f K 

> *° y ^ 7*f- h\ P 7 5 ifflj!^ K> > # y ^ -f*f- k * 3 - k-t & $cm5H\ R 

ho GD I 'fj^^f K^ilKRh o GDI#'J^fKt3-Kt*lfil 
[0 3 7 4] 

, RS*fct±i»o--^ jfiil», jrfiLlH**Em> -t«#, 'Ml, air 
#Jt, ©fcif^fflSttTifco tot, ^fitm^, abS^O^CiL 

^ K"? (donor) OiiCiot, (§30 ^ffiJt (a u t o g r 

aft), nft&tttf- (allograft), Aft&KM- 


ffiSE# 2004-3037188 
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(#ffim^J 7-2 1 B©*HjmfcftfcJ:*j»SS) > «ttJE*atS (3#J!J»<£> 
[0 3 7 5] 

*BMK&m-t2>&ffii>*tz, %mfrmz£>\,*xm%\<oimzm\<->2> zt&x% 
^mism^tLTv^o %L%w<D®mfr<v®mKmLxi±, ±&<d— 

o 

[0 3 7 6] 

mVMMt LX£.-%i><Dt LXM'gfcnA'TV'f Vm, ^n***i;>\ FK5 

nmm^mmKis^xitmmmitmmii^ho xt-uj vi±&zwmm#&<* 
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m.mm, mmmmmirbtiztK ztih^^xit^^m^frKwrnzti 

[0 3 7 7] 

«:JI#1-^>o P e p 5 tfV<*7'*- h\ P e p 5 tfV ^.y"^- ^ 

-K1-*&Bfc5H% p 7 5^V^^KmLT#IK(:iI^lt^B^ p 

7 Kp< >f >* B 'J h\ p 7 5«Hfl&^ -f ^7°^ K^a- K 

R h o GDI ^V^y°^- K43 J: tfR h o GDI aKy ^7?- K 

[0 3 7 8] 

mm&x&zT < ymmm zm-tzmi <d^v^^ K$^i-?-o7 7^> > 

(b) iiio^'j^f Kfcii2^'j^fKt^^^;v 
[0 3 7 9] 
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[0 3 8 0] 
[0 3 8 1] 

& ^x&M Zfr&rMx&hzt ii*%m x$>Z>o 
[0 3 8 2] 

> DNAiWnf'f >*^4^7V-f ifcli^-y'/fcffi^Tfr 9 

[0 3 8 3] 

«fc & & £ & £ i: ikIU $ 0 

[0 3 8 4] 

I (quant i tat ive structure activity re 
1 at ionship=QSAR) *TMUBm*tiim l,X%h ti2>4k<&W*& 
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ALYSTTM 77-v37*7ft (Ekins et al.>Pharm 
acogenetics, 9 1477 — 489, 1999;Ekins et 
a 1 . , J. Pharmacol. & Exp. Ther. , 288:21—2 
9, 1 9 9 9 ;Ekins et a 1 . » J. Pharmacol. & Ex 
p. Ther., 290:429-438, 1999; Ekins et al 
. > J. Pharmacol. & Exp. Ther. , 291:424 — 43 
3 , 1 9 9 9 ) £ X Xf&Mfr^mftfrffi (comparative molec 
ular field ana lys i s ;CoMFA) (Jones et 
a 1^ Drug Metabolism & Disposition, 24 
: 1 -6, 1 9 9 6) %Z*mmLX7r:2tiX^2>o *§&Wfc&^X, avtfa. 
-^*f'J>m ^f;HkV7h^x7 (Mx.ti\ CATALYSTTM 
$? a y 4 (Molecular Simulations, Inc. , Sa 
n Diego, CA) & t*) L-T^t t>H&&o 

[0 3 8 5] 

^£ <fc U^ttSMS: ^Mi- & iY&W <D~?-^Tfrl<Z£2> JfcflEii. QUANTA (M 
olecular Simulat ions, Burl ington, MA, 1 
992), SYBYL (Molecular Modeling Softwa 
re, Tripos Associates, Inc., St. Louis, M 
O, 1 9 9 2), AMBER (Weiner et al. , J. Am. Che 
m. Soc, 106:765-784, 1 9 8 4) „ CHAR MM (B r o o 
ks et al. „ J. Comp. Chem. , 4:187 — 217, 198 
3) &¥0£$%'7uy<7A*&MLXff7Zbifi"l«Z2> 0 ZtiKtiUx., CHA 
RMM. AMBER^^i 9 lTx^^if-o|M^ 
%ffd Zti>X%& 0 m&ZhK!&Jfcit2tlfz3>\£z.~-?^:7*yisiri$ > GR 
ID (Goodford et al. > J. Med. Chem. , 28:84 
9-857, 1 9 8 5), MC S S (Miranker and Karplu 
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s , Function and Genetics, 11:29 — 34, 199 
1) ^ AUTODOCK (Goodsel 1 and Olsen, Prote 
inslS tructure, Function and Genetics 
, 8:1 9 5-2 0 2, 1 9 9 0) N DOCK (Kuntz et a 1. , J 
. Mol. Biol. , 1611269-288, (1982)) & £*&ts 0 

LUDI (Bohm, J. Comp. Aid. Molec. Desi 
gn, 6:61-78, 1992). LEGEND (Nishibata an 
d Itai, Tetrahedron, 47:8985, 1991). Lea 
pFrog (Tripos Associates, St. Louis, MO) 

& t'oi 7 & n > t? * ~fu!f=7 a z&m Lxmrn^mm-t & zt^x^z 

[0 3 8 6] 
[0 3 8 7] 
[0 3 8 8] 

o 

[0 3 8 9] 
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tefc $ ftrv^wi^h^f&t & 19 , r&t k i>i&m-$-2> zt&T?%&z. tarn 

[0 3 9 0] 

SlitfJJiWiCjS^T, *f&9!(±4^ Pep 5^ 0i ;^-7°^-K^n- 
p7 5#V^fK^3 - Ki-««lfc^* i O^R h o GDI* V 

SB^iJ is v > t S^M i: tt m * -6 Bfi^J A $ *Lfc BB?!I * & ^S^OT * # tr . 
[0 3 9 1] 

J: m M3k 

[0 3 9 2] 
[0 3 9 3] 

[0 3 9 4] 

tifzM® (fflx.lt, £v>? 0 
[0 3 9 5] 
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tf&-&zti2>o mwtLxit, mw>m -f^, 7^ 

> -9-;K *~>, i:-;^ tf-fr^ -Oi^ <7-v&£*) , jft 

ti\ H&IUM&T* iWiKli, J v ? T t? h £fNR?- «ii * 

[0 3 9 6] 

[0 3 9 71 

mmm} 

[0 3 9 8] 

(51^5:^2 3) =H&BLfco i^f^li, C5 7BL/6 JA^^7^> 
K"C\ U#Jfi Jackson Laboratory (Bar Harbor, 
Ma i n e) frhX^Lfco 
[0 3 9 9] 
(|WIB3^i») 

r^«^FLAG^^kL/:t: > p 7 5 NTR 3 43 J: & 4 ) 

i^/i/:liHA^mhoA2 (BOTW- 5 # J: 6 ) Sr. Lipofec 
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tamine 2 0 0 0 (Gibco BRL) £rfflV*T 'J*'7x^y3 >lz£ 
oT2 9 3 TWfdiN 1 E- 1 1 5»t: b h Ltz 0 

Mft (lOmM Tris-HCl (pH7. 5), 150 mM NaC 
U 0. 2% NP-4 0> 2 5 g/m 1 n ^ ^y^-v^ J; Xf2 5 g/m 
1 7^nf^» £ffi^T2 0^7X±Ti§flf Lfco 2 0^1 

1 3, 0 0 0 g-eato#fcU *LT£©±f*&JR£L7fc 0 2fcVv^£*L»b£, fct 
FLAG irC#^ (FLAG-p 7 5NTRt h7>^7x^ f UiOH^U) 
ife(itfi;p7 5^ (Chemi con) (^i^a-n>Hjtiftt) &JBv*T 
3«fBI'f>^^Hfeo ^IS^fc. 7 1 DN>At77n-^ (Ame 
rsham Pharmacia) £ffiV»TJDUfeLfco 1, 0 0 0 g 

■c5^na^*L3to ^i/^t, mmmmuzm^T 4®&&L, sd 

S-PAGEtcftU ^TiftR ho GDI (Sigma) $ fctiifcR 

h o A35l# (Santa Cruz Biotechnology) ££Jv*T;& 
i7-n^»#^ 0 ^^tLTt^, iti7yfMAF-Fc^^7 (2 
5^g/mKRD Systems Inc. ) , Nogo^f K 
.Alpha Diagnostic; fflpm^l 0) . TATlt-pP e p 5 ( 
TAT— CFFRGGFFNHNPRYC) (K^J#-^2) , ZfzlSTAT-m 
^•3>hn-;M7°f-K (T AT— G GWKWWP G I F) (@£^J#-^15) & 

^icKgfi^^ (Sigma Genosys) tlotilELto 757 
*SI:FLAG^^Utfp7 5NTR^ N pcDNA3. HSm^*^ 
K(Invitrogen) K^u-->^L£ 0 
[0 4 0 01 

(p 7 5 N T R 33 £ xPR h o G D I <DmnfMkffi$) 
StFLAGt#:i3J;iy f 7 0 n7^>A^77n-^^tf7^7x^ h L 
tz2 9 3 TW^«L/;p 7 5 N T R ^ 2 0 0 ^1 <7>M« (2 0 mM 
Tris-HCl (pH7. 5) , 10 0 mM NaC K 1 0 mM EDTA 
, 0. 0 2 5% Tween20) ^tltit fGST-Rh o GDI (C 
ytoskeleton) i/:liGST-Rh oA (Cytoskeleton 
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) ^:2^^v^a^-hu m&Ltzo wbti&mmz, SDS-PA 

(Sigma) *m^X4 AJ-fu-j \ Ltz 0 * ? V**f- Vi&ft&Zm^&tztb 
GST-RhoA^ Itl^^ ^ Vtf K^v^7 9 l/D - KU LTE 
DTA£l0mM MgCl 2^fit/: 0 ^$tLfc^ Pep5Sfel±a> 
> u-;V*7°?- K (G GWKWWP G I F 15)) L£ 0 

[0 4 0 1] 

t-2)^l^{it$^v»p 7 5NTR ICDn-KSE?!]^ pGEX 
- 5 XMM^M^? (Ame rsham Biosciences) l^o 
-->^LT, E. col i^f)GSTl^Wf^lLf:o pGEX- 
GST-Rho GDIS, Y. Taka i n±frh^^Ktz 0 M£ 6 0 0 
nm (OD6 0 0> 0 <D%&mStKWmZitti&, ImM V/nt> 

-l-ft-iS-D-^^Mi^/^K (IPTG) £«]L-C*>^f^ 

—t77D-X4B (Amersham Biosciences) 

g*mmL, f UGSTW> lixRho GDI 

&£j&Lfc 0 *>^SC<Z>#fcJg{:i. SDS-PAGECiot^U ^Ltil 
mZftmLtZo 7«y>p75NTR 1 CD©^«*#tt, @E?!J#-^ 1 7 fc*3 
v»T3*»2 7 4-3 4 2. ^£2 7 4-3 5 1, ^£2 7 4-3 6 3. $£2 7 
4-3 7 5> 3$£2 7 4-3 9 0> 2 7 4-4 0 6^J:t)%S2 7 4-4 2 
5TNfe* (3IJB:fctt2 4) o GST-p75NTR^fttRho GDIfcO 
«##5&Jft*. GST-p 7 5NTR^^H{:±otML^ 
[0 4 0 2] 
(GTP-Rh o AW77^-f^ -itl*) 

7^*gT«FLAG^^U:li h p 7 5 NT R $ fcjj p 7 5 NT R I C 
DO^Ift^, pcDNA3. 1115^5^5 Kl^n^v^U 
Ctlh*. 2 9 3 imm~ h7>^7x^ h Lfco M£> 5 0mM Tris 
(pH7. 5) > 1% Triton X-100, 0. 5% ft^yn-^ 
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ith'^A, 0. 1% SDS> 500 mM NaCK lOmM MgCl 
Lfc (3iffl:»2 5) o 13, OOOg, 4°CT'10 

frm<DM&frmi~£<*xmmtu ±m*. Rhoteki n*r-x (u P s t 

ate Biotechnology) COGST-Rh o^K^^f><0 2 0 

(1% Triton X- 1 0 0, 1 5 0mM NaCK 1 0 mM MgC 
1 2^ 10/zg/ml nxf^^^^i^! o ^ g / m J 7^ Q f-y^ 
tf. 5 0mM Tris(pH7. 5 ) ) &fflv>T 4 HI^L^o ^ LtzR h 
o * Rh oA^t^^/^D-t^ (Santa Cruz 

Biotechnology) £ffiv*T^.X? >:/n yfj >^KX-oX^Sk 

[0 4 0 3] 

U > if h u * ^ v< ^ K^lfeT y •fe'f ) 
J»JW83fcLfcRh oA*. |B«§*L*i^Jc (3|ffi3:iifc2 6) , S«<Ol^& 
ffiSHLfco Rho GDI fc«##fl:b3t [3H] GDP-RhoAIAIiRh 

0 GDItl^MUcGDP-RhoAl, JSLtWrtc|B«$ *l& «£ ? 

if 13) , [3h] G D P O^T i f: tt^Tt G D P - R h o A H 
M b U lv>tRho GDU3 0S , W'f>^a^ft-6ii: 

JCioTWfco ^*A/a»tCttLfe-9->^*, 5mM MgCl 2 > 1 mM 9 J 
y W Y-fr&XX/O. 1% CHAPS^ttf2 0mM Tris-HC 

1 (pH7. 5) im^X^m^tLtZo GDPmm&XV t GTPm&Ty*<{$: 
> m«rtcflB«t$*L^J:"9tw (3UB:£S£2 7) , 7>f;^-^^aot*ff 
L£ 0 [ 3 H] GDPJRttryfe^tC^v^T^ 5 0nM^M> 3 0 mM 
Tris-HCl (pH7. 5). 5 mM MgCl 2 ^<tt0. 5 M M M 
gCl 2 -lmM EDTA (MSMg) ^L<iilOmM EDTA (At 
SMg) , 0. ImM GTP, 1 mM ^ftbWh-/!/, 0. 12% C 
HAPS. fcfctffcO. 2mg/ml ^ vlfB.VtT^-7^ V^tf^rl^tl (5 
0^1) tf> 1^ <^iSIO GST -1^^ V/^ f V^t 2 Ofi-m^O**-^ 
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-hhfzo [ 3 5 S] GTP 7 Sm&TvkJ K43V>T, 1//M[3 5 S ]GT 
P y S £ 0 . ImM GTP <Dftt> 0 Lfc^k m&fe*±M<7) £ 7 

fcBU - fo^;VD-^7^;V^- (IPVH 0 0 0, Mi 1 1 ipore) 

ItLfzD b 1 (T)^ Kp< 4 9 0 nM<^jgT«B Lfc 0 

[0 4 0 4] 

*«!#^t&£, J&fa-??Xfrb'mt) HJU 0 2 5% f'J^yV^ 

JtfO. 15% ll37^t-b* (S i gma) ^V^:3 7tt3 0 W 

. 2E<7)||!|ft^©/MI:, 5ml<7)0. 025% hy^yycft^M, t 
#U f U3 7ttl 0 ^y^ra^-Mf: 0 10% FCS^^tfDM 
EM£, »U MB* 8 0 0 r p ml'T^C^I tfco -;x-n>£. 
L - 'J i;>t'n-f >f >^ Lfcf t >/U 7^f K±<0 S a t o^M (3IJ33Ciifc2 
8) ^ -/l"- Hcjfv/^o #l7-7-b^n:o^t, /U- M;iv^:«i, 
2 4B#r^-r >-^:x^- h U fU4% (S*/^) /^7^^AT^7*li K't* 
"CHJgU fU^-ny!|lfe^fa-yr/i I i ^ >s*?M&f%gtrt-z> 
^Jtu-j-frffifo (Tu J 1) Sr^v^T^^L^o ftfcfiv>*Ml 
^S$Jfcli#iJfa-7*iJ>I I I K-a-n>^n-b7f(5#l 
&5eL£o ^$tL^.^, MAG-Fc (25// g/m 1 ) tf:liNo g o 
^y-^K (4^M) ?V-hfc»v*fc^ ^«SnL7^o pEF-BOS 
-myc-Rho GDI^^U* (iW^ Yoshimi Taka if 

> hn-;v£ LT^fflLfCo V v 3 >fc J: & h7>^7x^y 3 ><D2 

my c^m (1 : 1 0 0 0, Sigma) &JBv>T$&5&*rfeLfc 0 
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[0 4 0 5] 

2 0 0 gOiOW istar57h <H£M It, & 9l^#<7)a^^^tf o 

T^P e p 5 (TAT— CFFRGGFFNHNPRYC) £fc*±TAT-j» 
^VfD-Myf K (TAT — G GWKWWP GIF) <D^-f tlfr<DWm&) 
fcft5-*6illW (lmg/fl/H) fro/Co *-<Z>RK Lfc^*- 

ro4te»t«afrt«*L3fe. ®mm®&<D®m®m<Di%mt lt, bbbxh 

7£l£fflU iM7H, 1 4 EU 2 1 EU 28H, 3 5 0, 4 2 Bmmm* 

ffo/io iti^Oitli, Fournier A. E. , Takizawa, 

B. T. , Strittmatter, S. M. , J. Neurosci. 20 

0 3, 2 3, 1 4 1 6- 1 4 2 3^fe«^tt^^#j^ffiv^T^fo^o 
[0 4 0 6] 

mmvmmz, #u P 7 5ntr^ ^Rho gdi^, &j;^p 75N 

[0 4 0 7] 

Ztlt><DMMkl*. Fournier A. E. , Takizawa, B. T 
. , Strittmatter, S. M. , J. Neurosci. 2003, 
2 3, 1 4 1 6- 1 4 2 3lzmm.2ti2>&ffi*m^Xl7-otZo 
[0 4 0 8] 

: P 75NTRtRho GDUoi^) 
3^93^<bl±4i\ RhoAtRho G D I t (DW.&fa&p 7 5 NT R ogg 

p 7 5NTR fi || iUV)2 9 3M ^ > FLAG^^fcp 7 5 N T R & £ jj 
A^m^lRh o A^tf7>X7x^ h L/Co p 7 5NTR^ft l: 
^^T, ilR h o GD iot, Rho GDI tettft5-'i~2>.?>s'S?M 

(DftmrnhfrKtz^tz (dn a) o j^mm^fitzxo^ (mm^cm2) , r 
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5 NTR Mttli*^LTR h o A^mmt-fh £ fc^S ttTV^MA G * 
fcliN o g o KioTSftftSft&^^fcWI^fco ftHtt^N o g o V-fe*/*- 
Srf&^-ta (r-tKteTF^tc^) N1E-1 15»^> FLAG:? Fit p 7 
5 NTR^tf7>^7x^ h L& 0 No goOiM7 7^>h^i 
3 1-55 * ^7"^- K ( 4 ^ M) 9 ) £ J: O^ittMA G - 

Fc (25/tg/ml) Ji> p75 NT KtRho G D I & J; h o A fc <D 

ms.im*^mzm&Ltz (mib) 0 »rrw^ p 7 sntrk^otrii 0 

A£TO14 / ffc1"&NGF (1 0 0 n g/m 1) (i, p75NTRtRho GD 

5 NTR^ R h o a t<nm^imtf-^~v y^xMmzwm*^ t^*> zttz 

ftlUv^: (##£$£2) o tot, #3&93#<b«\ v>)xft*^t/M- 
a-n> (P9) ^"bilt/^It^fflv^, filtt P 75NTRi:Rho 
GDI^tfRh o AtOffll^^p^o llcl:^$^J:?{:, 1*1014 
P 75 NTR tRh o A^i^Rh o GDI t<7)^\ MAGtTtttNo g 
0*ffl^fcJ|flJ»©&fcO*mS§?S*^ io^tfi. p7 5NTR#, ftBttp7 
5NTR^f^tti;fe^TR h o A«tt7^f^^- ei±£ 
v^tSr^lft-r*o "Tfr'bO&Ijlfi, RhoAtMMUcRho GDI# 
, p7 5NTR^i;{^t§i^ ^ L t C <7)ffii:^^M A G 13 i IF N o g 

[0 4 0 9] 

(^»J2 : p 7 5NTRtRho GD I OMttMSEfiUB) 
Rh oA^ y F** V -->7Ciotp 7 5 NTR ^Si: 

fl=ffl*>VN-*S£fc LT#gt$tL^<^T% RhoAli, p 7 5NTR|:gf^t 
££fcri*jFi&$*Lfc (##;£$J;2) o t^U g|«:&~i3lt&|*]H'&Rh o GD 
I**Ht?L»*R ho7r^J-0> ^<-MJtLTflHtT?**fcv^«EJ±, 0 
fRho GDI klfc&fltft Lfc R h o A p 7 5 N T R fc^g. 

fcv^^#W*RTt6tt*«»O^*ll*«***OfcLTV^ 0 tfcoT, 
ii^t:, tMIi^^^I^v^, p75NTR£Rho GTDIttzte 
R h o At<D\MMtft%Mm®tt&ftmZM'<fco GDPMt,MII4?^ 
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fcRhoA, GTPISMWlI4?^RhoA, t tz\±Z ? U*^ Fffl 
»KflR«>illM&jS&S-£fc R h o A h 7 7 hbfc 2 9 3 T*ffl«>£>& 
&ifc& L£p 7 5 N TRi:*W>^^h Lfc 0 L#>U *»W5»tt, v> 

2a) 0 «»^t^ IliRho GDIli, P 7 5NTR^t/: 0 
yi/-MtRhoA^Rho GDIfcMML^f^ io/l/-;HfcRh 
oAlip7 5NTRtA^. u iOitli, RhoAT1^<Rho GDI# 
. p7 5NTRt]|ii^t^ii:^tn o 
[0 4 10] 

^W^hte, Rho GD I t p 7 5NTR h OF^cOffiSfp^co, Mt&W* 
&mZ&:fcLfZo pysNTR^m^ff^y (I CD) C7)61@<£> 

^1- 0 R h o A !-f ttftt I. i t ^0#;^OMIH« 

frX-hho p 7 5 NT R j CD<^&^J|#£JB^7^i&K:£oT, i(^)5f 
gO^V ^*5&*p 7 5NTRt Rh 0 GDI t OJBSfp/B &c£>I?-e& & £ t 
tfTFZtitz (E12b) o -tL^O^fi, MA G i3 «£ t^N ogotiSRhoA 
<£>?£M^\Rho GD I tp 7 5NTR ICDOf 5Aij 7 ^^fc(7)|BS 

#PJ#?>{^ rtlf i:p 7 5NTR^ iL ^v^2 9 3aMLf:o Rho 
AOGTPiMIOT7^-f^»j:ot, J^Hif^^tL^J:^ 
#ff£M2) „ RhoA^ftp75NTRi/ : |jp7 5 NTR ICD^HJ 

V v9X*X.<X&8tmm±, RhoA^ffittikL^^: (02 c) 0 -co- 
t(±, i«i5Aij -y ^^^ p 7 sNTRta^R h o A<7)fgtt<bM^tr^^> 

[0 4 1 1] 

(lU&#!l3:Rho GDI^?,RhoAW$^ p7 5NTRof^ 
«*) 

III: «fcoTf&3i$-£fcp 7 5 NTR *fflv>7t-f >tf hnTy-b^-eoHit: 
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3 a) o Ctt^<7)^(i, Rh oA^p 7 5NTRi;i|f#^L^tv^^ 
hMM^fc, p75NTR# Rho QD I OfS14£1g;«U R h 

o gd i^^coRh o A<nmm*i}im-t2>k^7mmz&.zz*t2>o z<ox 

Mg 2+nisv^TRh oAOGDP/GTP^^PltnRho GD I 
<vmj3Ktt-rZ>, Rho GD I £ p 7 sNTR^t,^^^ > (H D) t<D 

tWfmomRzm^fzo Rho gd i (Dm.w%jmt, i&mmvM 

ho GDItl^-MU [ 3 H] GDP-RhoA^^ [3r] GDPO 
8?gt, fcfctffcRho GDI i:MMUcGDP-RhoAt:Mt-5 [3 5 
S] GTPy SOfiF^JBI^i-SCt^ioT. «E#L^ 0 p75NTR HD 
ti, Mf^tRh o GD Iffitt$:fi«L/: (03 b) 0 tt«W«l<fc*ft 
TT% Wft>Sh7>^7x?-^ (GST) ii, Rho GD I fStttc 
J&#£#x.&rt>ofc (13 b) e Ztlhom&l*. p75NTR HD^Rho 
GDI tjt^gSfpfflLT, Rh o AOGDP/GTP£^j££|&#-T&R 
ho GDIOffi*«rig:*$^tg^S:^r-f4Ci:S:|ISEi-*o 

ft*EMg2+£j3it*Rh oAODb 1 jM»GDP/GTP£ifeaE&£ffl. 
*nRho GDIf^^Mf^. P 7 5NTR HD«^f|^: 0 Rh 
o^T-y^^V^^Y^mm^ (Rho GEF) (#!l;l(2\ Dbl) fi, R 
ho GD I^tTtGDP-Rh o A<D G D P/G T P5SfeRjS&&Mfc?- * 
#\ HlSM g 2+l:^tRh o GDI tl^MUcGDP-Rh oA«D 
GDP/GTP2ft$U^ttW*Lfcv* OlffiSnRl4) 0 Db 1 f±. GDP-R 
h o Afrt><DGDP<Dmm*mWLLfz (03 a) Rho GDItt^M 
LfcGDP-RhoA^t>OGDPOff*li, H*fcfta*3*Lfc (03 c) o L 
GDP©»Ili, P 7 5NTR HDtc ioTIaI«L7to Rho GDI 
ffitti:Wt4p7 5NTR HDOfif«*li, JB*##W*T**ofc 0 p75N 
TR ICDIi> P 7 5NTR HD t m zmm<om.m^i^mLtz (03 c) 


ffiaEJjf 2004-3037188 


4$flB 2003-092923 


^-v>: 152/ 


o ZKb<Dfa%z^ Rho GDItp75 H D t OfflUf^ffl^ RhoGE 
F^WttORh o AOGDP/GTP^afeRjSiSit^R h o GEF^tt^R 
h o AOGDP/GTP $M£-^M^T\ Rho G D I 

[0 4 12] 

p 7 5 NTR(i^ ytf hn^fc^TR h o GDIHRh o A 
te^fctfl-fcOTN p 7 sNTR^t^MAG^irFNo gofcifcRhoA 
OiSteftli, Rho GDI*t>Rho«:l|)R$^fittCfeBt#*. MAG 

^^tN o go^fm, -x.-uyfrh (D^m^nm £ ^ K 

mm L tzi)K Rho GDI OjftSII&gtiU i *l <b <£> Lfc (HI 3 
d) o Cltte>0»*i±, p7 5NTR^Rho GD iMUH^-t LTfKBJ1~<2> 

[0 4 13] 

(mMM4 I p 7 5NTR^ Rh o GD I £<OteE&mKtt't&'*'77VV 

7 5NTR^U-a-n>MU ^P«#^^Offi^Op 7 5NTR 
y^tMSlotJfli, iiff4^)5xij «tiS^t#^ 0 Rho 
GD I^OlE«ifcm#&^"t£ fcKioT, #*3J§#&»dU p7 5NTRo« 
l!6*#ll«J^fflW , t*«l*SrHII&-t-*ii:* , Rrilfc*o^o p7 5NTR H D 

py *r> k»±, mtun^iff- > y r^'f y -a*fcW$> 

fr£ m^XWil 5) o iO'J K5±. 1 5 7^S^SO^-/f K (Pep 
5 ; CFFRGGFFNHNPRYC (E?lJ#^2) ) "C* 0 . * L -CHASMS 
l±. $aSB$C#«*3Wtei£l;: iot, ^ y y ? 5 £ J: ^ y y * ^ 6 K J: o T&<^ 

li, i^yfWRho GDIOp75 NTR HDW^U^JV-h^ 
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iSML£ 0 P e p 5 fc-gftTt&^Ol^-f-Jt-fS h5>^7x9'-tf»#^ W 
K (GST-Pep 5) «\ p 7 5 NT R *MJc|&a-r*fell<WHft*^€>« 
»Lfc&#&fc#fc>f >*.x^-hLfco GST-Pep5»t:J3V>t, tfC 
p 7 5NTR^ (: j; 0 ^ p 7 5 NTR^f^^ oW^?>^ 

i:ftofc (H4a).^>t JS^|ittttS:Pep5l:Rho GDI. p75 
NTR fc^H-ejfclfcLfco h9^7i^ h L£2 9 3 TjfflW&^tS^^^it 
itU:p7 5NTR^ i^ M GST-Rho GDI^i^*i 
^jtJg^P e p 5 t&KJ ^a^5- > L£ (El 4b) « Pep5tt, p7 5^ 
TR^Rho GDI i: Lfc#. n y \ u~-)V^y°^- 

Kt±ffi#L ft^ofeo lot, Pep5li, > tf b n K&^X p 7 5 N T R £ 

/f>^:^v>Tp 7 5NTR HDfc#LTii^Wi::fftB1-*»'&\ «^<7> 

Pep 5 (TAT-P e p 5) iftMLfz 6) 0 »«I/Mjg- A-n 

VJC^tt*MAG-F c KcfcoTi£S£tL£ p75NTRi;Rho GDU<0 
ffiSf^fflfi, t^t^-CTAT-P e p 5 ti:if TAT 

-14^=? > fn-^^f KK-toTlfiWStL&frofc (04 c) 0 tot, P 
ep5ii. p75NTR^ ( 7) R ho GD I^O-fVtlf^-t Ltfffl$tL 

[0 4 14] 

raa<^^^ iftp 7 5NTR^ KRho GDI^ i-Sjitfp 7 5N 
[0 4 15] 

(Hife#!l5 : P e p 5lri^>^ jci; v /U*>-»M v> Mb) 
^§km^hij^\zm. *)®.A,tmmte, P e p 5 **MA G t tzteN o go <D%)%: 
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4<7)^S3 6 8-3 8 1 K.ttJ&-t&?y bp7 5 NT R&%k<o%$<ox > h n-;V 
K£^fflL£ 0 -T^T 9 ^ Kf±, lOOnM (HI 5 b) f^lilO/zM ( 

T~?Ki*m2%^) <Di&mi'&^x, ^mtmm (drg) -^-n^o^ 

mm%mz.&m*^z--?, fLTMAG-Fc«t:^ (IS 5 b) Nogo^ 

^Kco^ffl^^ (■r-^itzitm^^) fM^-s-z-ftfr^fzo t^u ioo 

nM^ztJg-e^-^-nv^H^H^n^tL^TAT-P ep5li, MAG 
(25/ig/ml) ^t>m:Nogo^f K (4//M) Ktt1r2>B®&*mM 
Liz (HI 5 a. b) 0 £f£/Mej-^~n LT. Pep 5<D$jm£IS^/i 

o DRG-oL-n>^i3v^r||^$tL/c J: ? TAT-Pep 5(i, MAG ( 
2 5/zg/ml) ^itfNogo^/f K (4^M) <omM^i^%^m\^^ 
Vy\\^tz (EI5c. d) o m&K. ^O^y^K^p 7 5NTRv^^-; V f5 

gw-r v>^i:LTfpffli-^ii:^i nmm^-ttz^^ IfWmb^ 7 

7 4 -TJ -ftmm K iotRh o vStt^M^ bfco ^MLfz £ R h o 
Aii> MAG-F c 1 7tfiN o g o ^7°^ K<7)£f&/hFa— a — n >^<^^q3 0 
#&fcf&tt*t$*L7S::a*> TAT-Pep5te, Zthhmm&KM-t&MAG-F 

5 e) o Ztib<D%\M>lZ, Pep 5^R ho G D I <h p 7 5NTRt<7)^ 
Plft^itiaot, p 7 5NTR^U:Rh o AOfSttft;£|aW1-& - t 

[0 4 16] 

|WI«0^^ gup 7 5NTR^ JSlRh o GD I jfrffc, ££0^ 7 5N 
[0 4 17] 

(mmm6 : i^^iovs^tip 7 5NTRtRh 0 gd i t<Dm 

2 0 0 g<DM<DW i star59 hiftfflLt, & 9 JM£©;|i^|^£fro 
«&OlTffl¥#£iSD»fLfco #^^J±*°>7°£J3v>Tfl«ft^OTA 
TlK-g-P e p 5 * tzl*TAT-M&x> V u~)V^-f^- KOv»-f 
t4*t^?to -e<^^*> rr> H3-^f KO»<g-fcJfctfcLT, TAT-P 


fcbfE# 2004-3037188 
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: 155/ 


e p 5 zm^fzm&Kmm%wmm-&.i)mmzth?zo 

[0 4 18] 
[0 4 19] 

[0 4 2 0] 

(I£»!I8 

1^11*^^* P e p 5 <DWM imm^r 2 ) ©C*SCT7-> &#im Ltzi> 
^ p7 5^C*S1 O^^^^-^Tt^O^i-^feL^ W.n^4(0 2 7 
3-4 2 7f4«09*>> 4 2 3f£<7>7 9":'£^ 1 ; ^tc^jg L/c & <DXft ofc CI 

[0 4 2 1] 

l^u *§£m<o±m<D£ o ttjj&Kz^x, ffi.&xitTfnsmt ztix^tzmm 
tfmttz:*), ftmzi>mmir&zttfx%&zttimbfrt%:'ofz 0 

i&*<Dmmmx&mmxt>m)&^m%x&^fzmm&*%ir& t 

[0 4 2 2] 

isk±<D x o ^m<vm-% L^mmfm^m^x^mM^m lx § tz&\ 
^mit, &WFm^<DmmK£^x<Dfrz<Dmmtimffi.zfr&^£x&2>zt& 
mmim&o ^mmm\z^x^\mLtzm^ m^m^xxfxm^ z<v\Hm 

LXW3%Zfc&'<.£X*$)2>Ztil)mM-£tLZ> 0 
[0 4 2 3] 

SIMlfclRl. Dechant, G. & Barde, Y. A. The neu 
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rotrophin receptor p 7 5 (NTR) '.novel fu 
notions and implications for disease 
s of the nervous system. Nat Neurosci 
. 5, 1131-1136 (2 00 2). 

?\m$:fflt2. Yamashita, T. , Tucker, K. L. & Bar 
de, Y. A. Neurotrophin binding to the p 
75 receptor modulates Rho activity a 
nd a x o n a 1 outgrowth. Neuron 24, 585—59 
3 (1 9 9 9). 

5 Iffi'XM 3. Davies, A. M. Neurotrophinslneur 
otrophic modulation of neurite growt 
h. Curr. Biol. 10, R198-200 (2000) . 

?lffl^:ife4 . Schmidt, A. & Hall, A. Guanine nu 
cleotide exchange factors for Rho GT 
Pases! turning on the switch. Genes De 
v. 16, 1587-1609 (2 00 2). 

^\mXM.5. Yamashita, T. , Higuchi, H. & Tohy 
a m a , M. The p 7 5 receptor transduces th 
e signal from myelin— associated glyc 
oprotein to Rho. J. Cell Biol. 157, 5 6 5 — 
5 7 0 (2 0 0 2) 

SIffiZfcfU. Wang, K. C. & Kim, J . A. ,- S i v a s a n k a 
ran, R. , Segal, R. & He, Z. p 7 5 interacts 
with the Nogo receptor as a co — recep 
tor for Nogo, MAG and OMgp. Nature 42 
0, 74-78 (2 002) . 

?litt7. Wong, S. T. et al. p75 (NTR) and N 
ogo receptor complex mediates repuls 
ive signaling by myelin — associated g 
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lycoprote in. Nat Neurosci. 5, 1302 — 1308 
(2 0 0 2) . 


9lfflS:iR8. Sasaki, T. & Takai, Y. Th 

e R h 

o s m 

all G protein family — Rho GDI 

s y s 

t e m 

as a temporal and spatial de 

term 

i n a n 

t for cytoskeletal control. B 

i o c h 

em B 

iophys Res Commun. 2 4 5, 641 — 64 

5(19 

9 8). 

d\mXM9. Fournier, A. E. , GrandPr 

e, T. 

&S t r 

ittmatter, S. M. Identification 

o f 

a re 

ceptor mediating Nogo-66 inh 

i b i t 

ion 

of axonal regeneration, Natur 

e 4 0 

9, 3 4 

1 -3 4 6 (2 0 0 1) . 



dimXWtl 0. Masuda, T. et a 1 . Molec 

u 1 a r 

c 1 0 

ning and characterization of 

yea 

s t r 

ho GDP dissociation inhibito 

r . J . 

Biol 

. Chem. 269, 19713-19718 (1994). 



?lfflif 1 1. Feinstein, D. L. & Larh 

a mm a 

r, D. 

Identification of a conserve 

d p r 

o t e i 

n motif in a group of growth 

f a c 

tor 

receptors. FEBS Lett. 272, 7—11 

(19 9 

0) . 

1 2 . Koch, G. , Haberman, B. , 

Mo h r 

, C . , 

Just, I . & Aktories, K. Interact 

i o n 

of m 

astoparan with the low molec 

u 1 a r 

mas 

o oiir uinuing proteins rno/r 

a c. FEBS 

Lett. 291, 336-40 (1991). 



3lffi3dRl3. Takahashi, K. et al.Di 

r e c t 

i n t 

eraction of the Rho GDP diss 

o c i a 

t i o n 

inhibitor with ezri n/ r a d i x i 

n/m o e s i n 

initiates the activation of 

the 

Rho 
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small G protein. J Biol Che m. 272, 233 
71-23375 (199 7) . 

3 Iffl^tWt 1 4 . Yaku, H. , Sasaki, T. & Takai, Y. T 
he Dbl oncogene product as a GDP/GTP 

exchange protein for the Rho family 
lits properties in comparison with t 
hose of Smg GDS. Biochem Biophys Res 
C ommu n. 198, 811-817 (1994) . 

3 Ifil'XWt 15. I 1 ag, L. L. et a 1 . Selection of 
a peptide ligand to the p 7 5 neurotro 
phin receptor death domain and deter 
mination of its binding sites by NMR 
.Biochem Biophys Res Co mm un. 255, 10 4 — 
1 0 9 (1 9 9 9) . 

3Iffl:fcjiU6. Schwarze, S. R. , Ho, A. , Vocero-A 
kbani, A. & Dowdy, S. F. In vivo protein 
transductionldelivery of a biologica 
1 1 y active protein into the mouse. Sc 
ience 285, 1569-1572 (1999). 

5\m3Ml 7. Bent ley, C. A. & Lee K, F. p 7 5 is 
important for axon growth and schwa 
nn cell migration during development 
. J Neu-rosci. 20, 7706-7715 (2000). 

B\mjMl 8. Walsh, G. S. , Krol, K. M. , Crutche 
r,K. A. & Kawaj a, M. D. Enhanced neurotro 
phin— induced axon growth in myelinat 
ed portions of the CNS in mice lacki 
ng the p 7 5 neurotrophin receptor. J.N 
eurosci. 19, 4155-4168 (1999). 
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?lffiXlRl9. Lee, K. F, Bach 
& Jaenisch, R. Depende 
nnervation of some s 
ts. Science 26 3, 1 4 4 7- 

?\mXM2 0. Mc Qu i 1 1 e n, P. 
. , Zada, G. & Shatz, C. J 
r p75NTR in subplate 
plexity and visual t 
nnervation. J Neurosc 
0 0 0). 

~5\m$ffl.2 1. Del Pozo, M. A 
regulate GTP-Rac lo 


interactions throug 
f R h o -GD I.Nat Cell B 
0 2) . 


9IJB£it2 2 

• von 

S c h 

a c k e 

1 a t i on 

of t h 

e n 

e u r 0 t 

p 7 5 NT R 

cause 

s d 

e f e c t 

r v o u s a 

n d t h 

e v 

a s c u 1 

u r o s c i . 

4, 9 7 7 

-9 7 

8(200 

^\m-%M2 3 

. Lee, 

K. F 

. e t a 

ion of 

the g 

e n e 

e n c 0 

i n i t y NGF r e 

c e p 

tor p 

cits in 

t h e 

per 

i p h e r 

us s y s t 

em. C e 

1 1 

6 9.73 

mm~xm2 4 

. L i e p 

i n s h, E. , 

, G. & lb 

a n e z , 

C. F 

. NMR 

death 

d 0 m a i 

n 0 

f the 

n r e c e p 

tor. EMB O 

J . 1 6 


man 

, K. , 

L a n 

d i s , S . 

nee 

0 n 

P 7 5 

for i 

y mp 

a t h e 

t i c 

targe 

1 4 4 9 (1 9 

9 4) 


s. , 

DeFr 

e i t 

a s , M. F 

. A 

n 0 v e 

1 r 

0 1 e f 0 

g r 

0 w t h 

c 0 

n e com 

h a 1 

a m 0 c 

0 r t 

i c a 1 i 

i . 2 2, 3 5 

8 0- 

3 5 9 3 (2 

. e t 

a 1 . 

I n t 

e g r i n s 

c a 1 

i z e d 

e f 

f e c t 0 r 

h d 

i s s 0 

c i a 

t i 0 n 0 

i 0 1 

.4,2 

3 2- 

2 3 9 (2 0 

t a 

1 . C 0 

m p 1 

e t e a b 

r 0 p 

h i n 

r e c 

e p t 0 r 

s b 

0 t h 

i n 

the n e 

a r 

s y s t 

e m. 

Nat N e 

1) . 




1. T 

a r g e 

ted 

m u t a t 

d i n 

g t h 

e 1 

0 w a f f 

7 5 

lead 

s t 

0 d e f i 

a 1 

sens 

0 r y 

n e r v 0 

7-7 

4 9(1 

9 9 2). 

I 1 a 

Sf L. 

L. , 

O t t i n g 

s t r 

u c t u 

r e 

of the 

P 7 

5 n e 

u r 0 

t r 0 p h i 

. 4 9 

9 9-5 

0 0 5 

(1 9 9 7) 
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B\H$M2 5. Ren, X. D. , Kiosses, W. B. & Schwa 
rtz, M. A. Regulation of the small GTP — 
binding protein Rho by cell adhesion 

and the cytoskelton. EMBO J. 18, 578-5 
8 5 (1 9 9 9) . 

1 5\m$M2 6. Forget, M. A. , Desrosiers, R. R. , 
Gingras, D. & Beliveau, R. Phosphorylati 
on states of Cdc42 and RhoA regulate 

their interactions with Rho GDP dis 
sociation inhibitor and their extrac 
tion from biological membranes. Bioch 
em. J. 3 6 1, 2 4 3 -5 4 (2 0 0 2). 

?\m$M2 7. Hart, M. J. , Eva, A. , Evans, T. , Aa 
ronson, S. A. & Cerione, R. A. Catalysis o 
f guanine nucleotide exchange on the 

CDC4 2Hs protein by the dbl oncogene 

product. Nature 354, 311-314 (1991). 

1 j\m$M2 8. Cai, D. , Shen, Y. , De Bel lard, M. 
, Tang, S. & Filbin, M. T. Prior exposure 

to neurotrophins blocks inhibition 
of axonal regeneration by MA G and my 
e 1 i n via a c AMP — dependent mechanism. 
Neuron 22, 89-101 (1999). 
[0 4 2 4] 

wm^&wmmm^mMirz P 7 5 nt r t ^(Dnm^mm^t <Dm$k*w 
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[0 4 2 5] 

(mm<vmm) 

1 «\ Efll#5" 2 X-Tfii-P e p #V ^7°^- KOjJgm^EBftK^J-C**, 
P e p 5 AA Sequence 

CFFRGGFFNHNPRYC 
Cys Phe Phe ArgGly Gly Phe Phe Asn His Asn Pro Arg Tyr Cys 
tgy ttv ttv menggn ggn ttv ttv aav cav aav ccn mem tav tgy 
tgtttt cgtggt aatcat cct tat 

tgcttc cgcggc aaccac ccc tac 

cgagga cca 

cggggg ccg 

aga 

agg 

mm^ 1 : p e P 5 mm dna 

tgy t tyt tymgnggnggnt ty t tyaaycayaayccnmgnt ay tgy 


2 :Pep*°'J^7°f K07 5 7i 

m^m^3 :t>p7 5#y^f wmmmm 
sb^j#-^ 5 :uRho gd i ^ a, j ^"f-f- Y(ommm 

Wfrm^b :URho GD I jj^'J ^-7°^ KOT ^ /SE^J 

se*"ij#-^ 7 :MAG*v^7*f k©«M28I 

EBI*^ 8 :MAG* c V^f K0757 BfeE^J 

e?ii#^9 :Nogoiy^f vomwtwm 

W^m^r 10 INogo^'J^f F«07 5 y»J 
W,jm^r 1 1 : RhoA^'J^7°f KO^KBB^J 
E2RI#^ 1 2 : R h o A*"U K©7 5 J\ 


mtE#2 004-3037188 


#12 0 0 3-0 9 2 9 2 3 : 162/ 

0fi^j#-^- 13 : P 2i*°'j^f vommmm 

mm^r 14 : p2 1*°'JWK07<y I£@E?iJ 

@S^!i#-t 16:9?fp7 5#y^f KO^SRBB^J 
SS^J^-f- 17 :7^hp7 5^J ^7"^ K©7 5 y 
[0 4 2 6] 

SEQUENCE LISTING 
<110> Trans-Science, Inc. 

<120> Composition and method for neural regeneration 
<130> J 1-03519081 
<160> 17 

<170> Patentln version 3. 1 

<210> 1 

<211> 45 

<212> DNA 

<213> Artificial 

<220> 

<223> Synthetic Degenerate Sequence 
<220> 

<221> misc_feature 
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<222> (12) . . (12) 

<223> "n" is A , C, G or T. 


<220> 

<221> misc_feature 

<222> (15) . . (15) 

<223> "n" is A , C, G or T. 


<220> 

<221> misc_feature 

<222> (18) . . (18) 

<223> "n" is A , C, G or T. 

<220> 

<221> misc_feature 

<222> (36) . . (36) 

<223> "n" is A , C, G or T. 


<220> 

<221> misc_feature 

<222> (39).. (39) 

<223> "n" is A , C, G or T. 


<400> 1 
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tgyttyttym gnggnggntt yttyaaycay aayccnmgntaytgy 45 

<210> 2 

<211> 15 

<212> PRT 

<213> Artificial 

<220> 

<223> Synthetic Sequence 
<400> 2 

Cys Phe Phe Arg Gly Gly Phe Phe Asn His Asn Pro Arg Tyr Cys 
15 10 15 


<210> 3 

<211> 3386 

<212> DNA 

<213> Homo sapiens 

<400> 3 

gccgcggcca gctccggcgg gcaggggggg cgctggagcg cagcgcagcgcagccccatc 60 

agtccgcaaa gcggaccgag ctggaagtcg agcgctgccg cgggaggcgggcgatggggg 120 

caggtgccac cggccgcgcc atggacgggc cgcgcctgct gctgttgctgcttctggggg 180 

tiiiE# 2004-3037188 


#12 0 0 3 - 0 9 2 9 2 3 : 165/ 

tgtcccttgg aggtgccaag gaggcatgcc ccacaggcct gtacacacacagcggtgagt 240 

gctgcaaagc ctgcaacctg ggcgagggtg tggcccagcc ttgtggagccaaccagaccg 300 

tgtgtgagcc ctgcctggac agcgtgacgt tctccgacgt ggtgagcgcgaccgagccgt 360 

gcaagccgtg caccgagtgc gtggggctcc agagcatgtc ggcgccgtgcgtggaggccg 420 

acgacgccgt gtgccgctgc gcctacggct actaccagga tgagacgactgggcgctgcg 480 

aggcgtgccg cgtgtgcgag gcgggctcgg gcctcgtgtt ctcctgccaggacaagcaga 540 

acaccgtgtg cgaggagtgc cccgacggca cgtattccga cgaggccaaccacgtggacc 600 

cgtgcctgcc ctgcaccgtg tgcgaggaca ccgagcgcca gctccgcgagtgcacacgct 660 

gggccgacgc cgagtgcgag gagatccctg gccgttggat tacacggtccacacccccag 720 

agggctcgga cagcacagcc cccagcaccc aggagcctga ggcacctccagaacaagacc 780 

tcatagccag cacggtggca ggtgtggtga ccacagtgat gggcagctcccagcccgtgg 840 

tgacccgagg caccaccgac aacctcatcc ctgtctattg ctccatcctggctgctgtgg 900 

ttgtgggcct tgtggcctac atagccttca agaggtggaa cagctgcaagcagaacaagc 960 

aaggagccaa cagccggcca gtgaaccaga cgcccccacc agagggagaaaaactccaca 1020 

gcgacagtgg catctccgtg gacagccaga gcctgcatga ccagcagccccacacgcaga 1080 

ffiliE# 2004-3037188 
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cagcctcggg ccaggccctc aagggtgacg gaggcctcta cagcagcctgcccccagcca 1140 

agcgggagga ggtggagaag cttctcaacg gctctgcggg ggacacctggcggcacctgg 1200 

cgggcgagct gggctaccag cccgagcaca tagactcctt tacccatgaggcctgccccg 1260 

ttcgcgccct gcttgcaagc tgggccaccc aggacagcgc cacactggacgccctcctgg 1320 

ccgccctgcg ccgcatccag cgagccgacc tcgtggagag tctgtgcagt gagtccactg 1380 

ccacatcccc ggtgtgagcc caaccgggga gcccccgccc cgccccacattccgacaacc 1440 

gatgctccag ccaacccctg tggagcccgc acccccaccc tttggggggggcccgcctgg 1500 

cagaactgag ctcctctggg caggacctca gagtccaggc cccaaaaccacagccctgtc 1560 

agtgcagccc gtgtggcccc ttcacttctg accacacttc ctgtccagagagagaagtgc 1620 

ccctgctgcc tccccaaccc tgcccctgcc ccgtcaccat ctcaggccacctgccccctt 1680 

ctcccacact gctaggtggg ccagcccctc ccaccacagc aggtgtcatatatggggggc 1740 

caacaccagg gatggtacta gggggaagtg acaaggcccc agagactcag agggaggaat 1800 

cgaggaacca gagccatgga ctctacactg tgaacttggg gaacaagggtggcatcccag 1860 

tggcctcaac cctccctcag cccctcttgc cccccacccc agcctaagatgaagaggatc 1920 


ffiSE#2 004-3037188 
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ggaggcttgt cagagctggg aggggttttc gaagctcagc ccacccccctcattttggat 1980 

ataggtcagt gaggcccagg gagaggccat gattcgccca aagccagacagcaacgggga 2040 

ggccaagtgc aggctggcac cgccttctct aaatgagggg cctcaggtttgcctgagggc 2100 

gaggggaggg tggcaggtga ccttctggga aatggcttga agccaagtcagctttgcctt 2160 

ccacgctgtc tccagacccc caccccttcc ccactgcctg cccacccgtg gagatgggat 2220 

gcttgcctag ggcctggtcc atgatggagt caggtttggg gttcgtggaaagggtgctgc 2280 

ttccctctgc ctgtccctct caggcatgcc tgtgtgacat cagtggcatggctccagtct 2340 

gctgccctcc atcccgacat ggacccggag ctaacactgg cccctagaatcagcctaggg 2400 

gtcagggacc aaggacccct caccttgcaa cacacagaca cacgcacacacacacacagg 2460 

aggagaaatc tcacttttct ccatgagttt tttctcttgg gctgagactggatactgccc 2520 

ggggcagctg ccagagaagc atcggaggga attgaggtct gctcggccgtcttcactcgc 2580 

ccccgggttt ggcgggccaa ggactgccga ccgaggctgg agctggcgtctgtcttcaag 2640 

ggcttacacg tggaggaatg ctcccccatc ctccccttcc ctgcaaacatggggttggct 2700 

gggcccagaa ggttgcgatg aagaaaagcg ggccagtgtg ggaatgcggcaagaaggaat 2760 

tgacttcgac tgtgacctgt ggggatttct cccagctcta gacaaccctgcaaaggactg 2820 

mSE# 2004-3037188 
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ttttttcctg agcttggcca gaagggggcc atgaggcctc agtggactttccaccccctc 2880 

cctggcctgt tctgttttgc ctgaagttgg agtgagtgtg gctcccctctatttagcatg 2940 

acaagcccca ggcaggctgt gcgctgacaa ccaccgctcc ccagcccagggttcccccag 3000 

ccctgtggaa gggactagga gcactgtagt aaatggcaat tctttgacctcaacctgtga 3060 

tgaggggagg aaactcacct gctggcccct cacctgggca cctggggagtgggacagagt 3120 

ctgggtgtat ttattttcct ccccagcagg tggggagggg gtttggtggcttgcaagtat 3180 

gttttagcat gtgtttggtt ctggggcccc tttttactcc ccttgagctgagatggaacc 3240 

cttttggccc ccagctgggg gccatgagct ccagaccccc agcaaccctcctatcacctc 3300 

ccctccttgc ctcctgtgta atcatttctt gggccctcct gaaacttacacacaaaacgt 3360 

taagtgatga acattaaatagcaaag 3386 


<210> 4 

<211> 427 

<212> PRT 

<213> Homo sapiens 

<400> 4 


fctJIE# 2004-3037188 
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Met Gly Ala Gly Ala Thr Gly Arg Ala Met Asp Gly Pro Arg Leu Leu 
15 10 15 


Leu Leu Leu Leu Leu Gly Val Ser Leu Gly Gly Ala Lys Glu Ala Cys 
20 25 30 


Pro Thr Gly Leu Tyr Thr His Ser Gly Glu Cys Cys Lys Ala Cys Asn 
35 40 45 


Leu Gly Glu Gly Val Ala Gin Pro Cys Gly Ala Asn Gin Thr Val Cys 
50 55 60 


Glu Pro Cys Leu Asp Ser Val Thr Phe Ser Asp Val Val Ser Ala Thr 
65 70 75 80 


Glu Pro Cys Lys Pro Cys Thr Glu Cys Val Gly Leu Gin Ser Met Ser 
85 90 95 


Ala Pro Cys Val Glu Ala Asp Asp Ala Val Cys Arg Cys Ala Tyr Gly 
100 105 110 


Tyr Tyr Gin Asp Glu Thr Thr Gly Arg Cys Glu Ala Cys Arg Val Cys 


ffiiE# 2004-3037188 


115 


3$m 2003-092923 
120 125 


170/ 


Giu Ala Gly Ser Gly Leu Val Phe Ser Cys Gin Asp Lys Gin Asn Thr 
130 135 140 


Val Cys Glu Glu Cys Pro Asp Gly Thr Tyr Ser Asp Glu Ala Asn His 
145 150 155 160 


Val Asp Pro Cys Leu Pro Cys Thr Val Cys Glu Asp Thr Glu Arg Gin 
165 170 175 


Leu Arg Glu Cys Thr Arg Trp Ala Asp Ala Glu Cys Glu Glu He Pro 
180 185 190 


Gly Arg Trp He Thr Arg Ser Thr Pro Pro Glu Gly Ser Asp Ser Thr 


195 200 205 


ajfiE# 2004-3037188 
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AlaPro Ser Thr Gin Glu Pro Glu Ala Pro Pro Glu Gin Asp Leu He 
210 215 220 


Ala Ser Thr Val Ala Gly Val Val Thr Thr Val Met Gly Ser Ser Gin 
225 230 235 240 


Pro Val Val Thr Arg Gly Thr Thr Asp Asn Leu He Pro Val Tyr Cys 
245 250 255 


Ser He Leu Ala Ala Val Val Val Gly Leu Val Ala Tyr He Ala Phe 
260 265 270 


Lys Arg Trp Asn Ser Cys Lys Gin Asn Lys Gin Gly Ala Asn Ser Arg 
275 280 285 


Pro Val Asn Gin Thr Pro Pro Pro Glu Gly Glu Lys Leu His Ser Asp 
290 295 300 


Ser Gly He Ser Val Asp Ser Gin Ser Leu His Asp Gin Gin Pro His 
305 310 315 320 


j±JIE# 2004-3037188 
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Thr Gin Thr Ala Ser Gly Gin Ala Leu Lys Gly Asp Gly Gly Leu Tyr 
325 330 335 


SerSer Leu Pro Pro Ala Lys Arg Glu Glu Val Glu Lys Leu Leu Asn 
340 345 350 


Gly Ser Ala Gly Asp Thr Trp Arg His Leu Ala Gly Glu Leu Gly Tyr 
355 360 365 


Gin Pro Glu His He Asp Ser Phe Thr His Glu Ala Cys Pro Val Arg 
370 375 380 


Ala Leu Leu Ala Ser Trp Ala Thr Gin Asp Ser Ala Thr Leu Asp Ala 
385 390 395 400 


Leu Leu Ala Ala Leu Arg Arg He Gin Arg Ala Asp Leu Val Glu Ser 
405 410 415 


Leu Cys Ser Glu Ser Thr Ala Thr Ser Pro Val 
420 425 


tfc§E#2 004-3037188 


#fl 2003-092923 v : 173/ 

<210> 5 

<211> 1921 

<212> DNA 

<213> Homo sapiens 

<400> 5 

ggcacgaggg ggcggccgac gacgttcgtc atttagtgcg ggagggatcctgaaccgcgc 60 

ggccgaaccc tccggtgtcc cgacccaggc taagcttgag catggctgagcaggagccca 120 

cagccgagca gctggcccag attgcagcgg agaacgagga ggatgagcactcggtcaact 180 

acaagccccc ggcccagaag agcatccagg agatccagga gctggacaaggacgacgaga 240 

gcctgcgaaa gtacaaggag gccctgctgg gccgcgtggc cgtttccgcagaccccaacg 300 

tccccaacgt cgtggtgact ggcctgaccc tggtgtgcag ctcggccccgggccccctgg 360 

agctggacct gacgggcgac ctggagagct tcaagaagca gtcgtttgtgctgaaggagg 420 

gtgtggagta ccggataaaa atctctttcc gggttaaccg agagatagtgtccggcatga 480 

agtacatcca gcatacgtac aggaaaggcg tcaagattga caagactgactacatggtag 540 

gcagctatgg gccccgggcc gaggagtacg agttcctgac ccccgtggaggaggcaccca 600 

agggtatgct ggcccggggc agctacagca tcaagtcccg cttcacagacgacgacaaga 660 

ccgaccacct gtcctgggag tggaatctca ccatcaagaa ggactggaaggactgagccc 720 

fcBIE# 2004-3037188 
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agccagaggc gggcagggca gactgacgga cggacgacgg acaggcggatgtgtcccccc 780 

cagcccctcc cctccccata ccaaagtgct gacaggccct ccgtgcccctcccaccctgg 840 

tccgcctccc tggcctggct caaccgagtg cctccgaccc ccctcctcagccctccccca 900 

cccacaggcc cagcctcctc ggtctcctgt ctcgttgctg cttctgcctgtgctgtgggg 960 

gagagaggcc gcagccaggc ctctgctgcc ctttctgtgc cccccaggttctatctcccc 1020 

gtcacacccg aggcctggct tcaggaggga gcggagcagc cattctccaggccccgtggt 1080 

tgcccctgga cgtgtgcgtc tgctgctccg gggtggagct ggggtgtgggatgcacggcc 1140 

tcgtgggggc cgggccgtcc tccagccccg ctgctccctg gccagcccccttgtcgctgt 1200 

cggtcccgtc taaccatgat gccttaacat gtggagtgta ccgtggggcctcactagcct 1260 

ctaactccct gtgtctgcat gagcatgtgg cctccccgtc ccttccccggtggcgaaccc 1320 

agtgacccag ggacacgtgg ggtgtgctgc tgctgctccc cagcccaccagtgcctggcc 1380 

agcctgcccc cttccctgga cagggctgtg gagatggctc cggcggcttg gggaaagcca 1440 

aattgccaaa actcaagtca cctcagtacc atccaggagg ctgggtattgtcctgcctct 1500 

gccttttctg tctcagcggg cagtgcccag agcccacacc cccccaagagccctcgatgg 1560 

tt5fE#2 004-3037188 
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acagcctcac ccaccccacc tgggcccagc caggagcccc gcctggccatcagtatttat 1620 

tgcctccgtc cgtgccgtcc ctgggccact ggcctggcgc ctgttcccccaggctctcag 1680 

tgccaccacc cccggcaggc cttccctgac ccagccagga acaaacaagggaccaagtgc 1740 

acacattgct gagagccgtc tcctgtgcct cccccgcccc atccccggtcttcgtgttgt 1800 

gtctgccagg ctcaggcaga ggcgcctgtc cctgcttctt ttctgaccgg gaaataaatg 1860 

cccctgaagg aaaaaaaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaaaaaaaaaaaaaaa 1920 

a 1921 


<210> 6 

<211> 204 

<212> PRT 

<213> Homo sapiens 

<400> 6 

Met Ala Glu Gin Glu Pro Thr Ala Glu Gin Leu Ala Gin He Ala Ala 
15 10 15 


Glu Asn Glu Glu Asp Glu His Ser Val Asn Tyr Lys Pro Pro Ala Gin 
20 25 30 


taWEW 2 0 0 4-3 


0 3 7 18 8 
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LysSer He Gin Glu He Gin Glu Leu Asp Lys Asp Asp Glu Ser Leu 
35 40 45 


Arg Lys Tyr Lys Glu Ala Leu Leu Gly Arg Val Ala Val Ser Ala Asp 
50 55 60 


Pro Asn Val Pro Asn Val Val Val Thr Gly Leu Thr Leu Val Cys Ser 
65 70 75 80 


SerAla Pro Gly Pro Leu Glu Leu Asp Leu Thr Gly Asp Leu Glu Ser 
85 90 95 


Phe Lys Lys Gin Ser Phe Val Leu Lys Glu Gly Val Glu Tyr Arg He 
100 105 110 


Lys He Ser Phe Arg Val Asn Arg Glu He Val Ser Gly Met Lys Tyr 
115 120 125 


He Gin His Thr Tyr Arg Lys Gly Val Lys He Asp Lys Thr Asp Tyr 
130 135 140 


miE^F 2004-3037188 
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Met Val Gly Ser Tyr Gly Pro Arg Ala Glu Glu Tyr Glu Phe Leu Thr 
145 150 155 160 


Pro Val Glu Glu Ala Pro Lys Gly Met Leu Ala Arg Gly Ser Tyr Ser 
165 170 175 


He Lys Ser Arg Phe Thr Asp Asp Asp Lys Thr Asp His Leu Ser Trp 
180 185 190 


Glu Trp Asn Leu Thr He Lys Lys Asp Trp Lys Asp 
195 200 


<210> 7 
<211> 2475 
<212> DNA 

<213> Rattus norvegicus 
<400> 7 

cagaagccag accatccaac cttctgtatc agtgctcctc gtcgcctcactgtacttcac 60 
ggaagagact tggttgactg gccacttgga gcggaatcag gagacattcccaactcaggg 120 
agactgaggt gagggcccta gctcgcccac ttgctggaca agatgatattccttaccacc 180 
ctgcctctgt tttggataat gatttcagct tctcgagggg ggcactggggtgcctggatg 240 


tf!tiE#2 004-3037188 
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ccctcgtcca tctcagcctt cgagggcacg tgtgtctcca tcccctgccgtttcgacttc 300 

ccggatgagc tcagaccggc tgtggtacat ggcgtctggt atttcaacagtccctacccc 360 

aagaactacc cgccagtggt cttcaagtcc cgcacacaag tggtccacgagagcttccag 420 

ggccgtagcc gcctgttggg agacctgggc ctacgaaact gcaccctgct tctcagcacg 480 

ctgagccctg agctgggagg gaaatactat ttccgaggtg acctgggcggctacaaccag 540 

tacaccttct cggagcacag cgtcctggac atcatcaaca cccccaacatcgtggtgccc 600 

ccagaagtgg tggcaggaac ggaagtagag gtcagctgca tggtgccggacaactgccca 660 

gagctgcgcc ctgagctgag ctggctgggc cacgaggggc taggggagcccactgttctg 720 

ggtcggctgc gggaggatga aggcacctgg gtgcaggtgt cactgctacacttcgtgcct 780 

actagagagg ccaacggcca ccgtctgggc tgtcaggctg ccttccccaacaccaccttg 840 

cagttcgagg gttacgccag tctggacgtc aagtaccccc cggtgattgt ggagatgaat 900 

tcctctgtgg aggccattga gggctcccat gtcagcctgc tctgtggggctgacagcaac 960 

ccgccaccgc tgctgacttg gatgcgggat gggatggtgt tgagggaggcagttgctgag 1020 

agcctgtacc tggatctgga ggaggtgacc ccagcagagg acggcatctatgcttgcctg 1080 

ffiIE# 2004-3037188 
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gcagagaatg cctatggcca ggacaaccgc acggtggagc tgagcgtcatgtatgcacct 1140 

tggaagccca cagtgaatgg gacggtggtg gcggtagagg gggagacagtctccatcctg 1200 

tgttccacac agagcaaccc ggaccctatt ctcaccatct tcaaggagaagcagatcctg 1260 

gccacggtca tctatgagag tcagctgcag ctggaactcc ctgcagtgacgcccgaggac 1320 

gatggggagt actggtgtgt agctgagaac cagtatggcc agagagccaccgccttcaac 1380 

ctgtctgtgg agtttgctcc cataatcctt ctggaatcgc actgtgcagcggccagagac 1440 

accgtgcagt gcctgtgtgt ggtaaaatcc aacccggaac cctccgtggcctttgagctg 1500 

ccttcccgca acgtgactgt gaacgagaca gagagggagt ttgtgtactcagagcgcagc 1560 

ggcctcctgc tcaccagcat cctcacgctc cggggtcagg cccaagccccaccccgcgtc 1620 

atttgtacct ccaggaacct ctacggcacc cagagcctcg agctgcctttccagggagca 1680 

caccgactga tgtgggccaa aatcggccct gtgggtgctg tggtcgcctttgccatcctg 1740 

attgccattg tctgctacat cacccagaca agaagaaaaa agaacgtcacagagagcccc 1800 

agcttctcag cgggagacaa ccctcatgtc ctgtacagcc ccgaattccgaatctctgga 1860 

gcacctgata agtatgagag tgagaagcgc ctggggtccg agaggaggctgctgggcctt 1920 

aggggggaac ccccagaact ggacctcagt tattcccact cagacctggggaaacgaccc 1980 

ttJSE# 2004-3037188 
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accaaggaca gctacaccct gacagaggag ctggctgagt acgcagaaatccgagtcaag 2040 

tgaggaagct gggggctggc cctgtggctc accccccatc aggaccctcgcttggccccc 2100 

actggccgtg ggctcccttt ctcttgagag tggtaggggt gggggcgggaaggggcgggg 2160 

caggaaacag tgaggtctta ggggcccggc ctcccctcct tcccggctgctcctctctgc 2220 

caacatcctg cacctatgtt acagctccct ctcccctcct tttaacctcagctgttgaga 2280 

ggggtgctct gtctgtccat gttatttatt gttatcctgg tctcctgtccccttacccgg 2340 

ccccaggacc tgtacaaaag ggacatgaaa taaatgtcct aatgacaagtgccagtctag 2400 

acccatcctt tggaggaaag gggcatatta gtaatacttt tctcgttgctgtaacaaaat 2460 

actggacaaaaacac 2475 


<210> 8 
<211> 626 
<212> PRT 

<213> Rattus norvegicus 
<400> 8 

Met He Phe Leu Thr Thr Leu Pro Leu Phe Trp He Met He Ser Ala 
15 10 15 


mfE#2 004-3037188 
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Ser Arg Gly Gly His Trp Gly Ala Trp Met Pro Ser Ser He Ser Ala 
20 25 30 


Phe Glu Gly Thr Cys Val Ser He Pro Cys Arg Phe Asp Phe Pro Asp 
35 40 45 


Glu Leu Arg Pro Ala Val Val His Gly Val Trp Tyr Phe Asn Ser Pro 
50 55 60 


Tyr Pro Lys Asn Tyr Pro Pro Val Val Phe Lys Ser Arg Thr Gin Val 
65 70 75 80 


Val His Glu Ser Phe Gin Gly Arg Ser Arg Leu Leu Gly Asp Leu Gly 
85 90 95 


Leu Arg Asn Cys Thr Leu Leu Leu Ser Thr Leu Ser Pro Glu Leu Gly 
100 105 110 


Gly Lys Tyr Tyr Phe Arg Gly Asp Leu Gly Gly Tyr Asn Gin Tyr Thr 
115 120 125 


ffitE# 2004-3037188 
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Phe Ser Glu His Ser Val Leu Asp He He Asn Thr Pro Asn He Val 
130 135 140 


Val Pro Pro Glu Val Val Ala Gly Thr Glu Val Glu Val Ser Cys Met 
145 150 155 160 


Val Pro Asp Asn Cys Pro Glu Leu Arg Pro Glu Leu Ser Trp Leu Gly 
165 170 175 


His Glu Gly Leu Gly Glu Pro Thr Val Leu Gly Arg Leu Arg Glu Asp 
180 185 190 


Glu Gly Thr Trp Val Gin Val Ser Leu Leu His Phe Val Pro Thr Arg 
195 200 205 


Glu Ala Asn Gly His Arg Leu Gly Cys Gin Ala Ala Phe Pro Asn Thr 
210 215 220 


Thr Leu Gin Phe Glu Gly Tyr Ala Ser Leu Asp Val Lys Tyr Pro Pro 
225 230 235 240 
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Val He Val Glu Met Asn Ser Ser Val Glu Ala He Glu Gly Ser His 
245 250 255 


Val Ser Leu Leu Cys Gly Ala Asp Ser Asn Pro Pro Pro Leu Leu Thr 
260 265 270 


Trp Met Arg Asp Gly Met Val Leu Arg Glu Ala Val Ala Glu Ser Leu 
275 280 285 


Tyr Leu Asp Leu Glu Glu Val Thr Pro Ala Glu Asp Gly He Tyr Ala 
290 295 300 


Cys Leu Ala Glu Asn Ala Tyr Gly Gin Asp Asn Arg Thr Val Glu Leu 
305 310 315 320 


Ser Val Met Tyr Ala Pro Trp Lys Pro Thr Val Asn Gly Thr Val Val 
325 330 335 


Ala Val Glu Gly Glu Thr Val Ser He Leu Cys Ser Thr Gin Ser Asn 
340 345 350 


Pro Asp Pro He Leu Thr He Phe Lys Glu Lys Gin He Leu Ala Thr 
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355 


360 


365 


Val He Tyr Glu Ser Gin Leu Gin Leu Glu Leu Pro Ala Val Thr Pro 
370 375 380 


Glu Asp Asp Gly Glu Tyr Trp Cys Val Ala Glu Asn Gin Tyr Gly Gin 
385 390 395 400 


Arg Ala Thr Ala Phe Asn Leu Ser Val Glu Phe Ala Pro He He Leu 
405 410 415 


Leu Glu Ser His Cys Ala Ala Ala Arg Asp Thr Val Gin Cys Leu Cys 
420 425 430 


Val Val Lys Ser Asn Pro Glu Pro Ser Val Ala Phe Glu Leu Pro Ser 
435 440 445 


Arg Asn Val Thr Val Asn Glu Thr Glu Arg Glu Phe Val Tyr Ser Glu 
450 455 460 


ffitE# 2004-3037188 
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ArgSer Gly Leu Leu Leu Thr Ser lie Leu Thr Leu Arg Gly Gin Ala 
465 470 475 480 


Gin Ala Pro Pro Arg Val He Cys Thr Ser Arg Asn Leu Tyr Gly Thr 
485 490 495 


Gin Ser Leu Glu Leu Pro Phe Gin Gly Ala His Arg Leu Met Trp Ala 
500 505 510 


Lys He Gly Pro Val Gly Ala Val Val Ala Phe Ala He Leu He Ala 
515 520 525 


He Val Cys Tyr He Thr Gin Thr Arg Arg Lys Lys Asn Val Thr Glu 
530 535 540 


Ser Pro Ser Phe Ser Ala Gly Asp Asn Pro His Val Leu Tyr Ser Pro 
545 550 555 560 


Glu Phe Arg He Ser Gly Ala Pro Asp Lys Tyr Glu Ser Glu Lys Arg 
565 570 575 


£tifiE# 2004-3037188 
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Leu Gly Ser Glu Arg Arg Leu Leu Gly Leu Arg Gly Glu Pro Pro Glu 
580 585 590 


Leu Asp Leu Ser Tyr Ser His Ser Asp Leu Gly Lys Arg Pro Thr Lys 
595 600 605 


Asp Ser Tyr Thr Leu Thr Glu Glu Leu Ala Glu Tyr Ala Glu He Arg 
610 615 620 


Val Lys 
625 


<210> 9 

<211> 60615 

<212> DNA 

<213> Mus musculus 

<400> 9 

aaaaagcagc tagacctgga ggagacatcc ctgggagggg ctcccaggccaacagccaga 60 

caaacattca gaatttttgg tgggtaggtc cagtgttttc acagcatgcgctacacatgg 120 

ctttctgtgg cctctcagta gggcatgagt gagaccatac ctagcatagtcttcaagagc 180 

atggtctggc cgggcagtag tggggcacgc ctttaatccc agcccttgagaaagcagagg 240 


mtE# 2004-3037188 
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caggcagatt tctgagttca aggccagcct ggtctacaga gtgagttccaggacagccag 300 
ggctatacag agaaaccctg tctctgtaaa aacaaaacaa aacaaacaaacaaacaaaaa 360 

aagagaacat ggtctgtacc tccttcttac ctttagcctc cgaaagtctgagctgttctt 420 

atactactgt ggccaatgca tcctcttctg gaatctgcag ttatgacatcggaagtttgg 480 

agaaggccag aagctgctcc tcaggttttt ctggcttctt gtggagacagcctgactttt 540 

cccagggctg gttaaaccca aacatgtttt gtttagctgc ttctagacctgggtttgctt 600 

gctggatggc agaacaaact gccaatcaca agttcttgtt caagaagaagtaattaagaa 660 

actcgatggt ctggccgggc agtagtgggg cacgccttta atcccagccc ttgagtaagc 720 

agaggcaggc agatttctga gttcaaggcc agcctggtct acagagtgagttccaggaca 780 

gccagggcta tacagagaaa ccctgtctct gtaaaaacaa aacaaaacaaacaaacaaac 840 

aaaaaaagag aacatggcct gtacctcctt cttaccttta gcctcccaaagtctgagctg 900 

ttcttatact actgtggcca atgcatcctc ttctggaatc tgcagttatgacatcggaag 960 

tttggagaag gccagaagct gctcctcagg tttttctggc ttcttgtggagacagcctga 1020 

cttttcccag ggctggttaa acccaaacat gttttgttta gctgcttctagacctgggtt 1080 

fcBlE# 2004-3037188 
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tgcttgctgg atggcagaac aaactgccaa tcacaagttc ttgttcaaga agaagtaatt 1140 

aagaaactcg aggaagaaat gggtatacgg gtctgggcac tatcttgctggcactcagaa 1200 

catgttcaag atagcttcta ccaggcagca ttcagagccc atcacttcaggtagcagaat 1260 

gggggcctgg aaggtgttta tgaccaggaa cctatgcctg agcctgcaatcaagccagga 1320 

gttgtagttg ggatgcctct taccactgag catcaaacag tagttgaaggccttttcctg 1380 

ctttggcagg aacagtggta actattggta aatagcctat gtggggcctggtacccaggt 1440 

tactgagcaa gctacttatt caattctgcc ctggtttcct taaaagaataccaggttgcc 1500 

tgcctcataa tagtgactga gatgttgggc catattcaga tccctgagaatggtcacatg 1560 

atggctagcg caggcttctg ctcagatctg cccatagaaa cttgactttaagaagcctca 1620 

gcttcttagg cttcccagaa tgcacatggg gcaggacata tcaattagggtagaggtctt 1680 

ctttctctta ccatgtactg tgcaatgagg gcctggcctt cactatccagtgtgggaaga 1740 

tcctctttgg tgaactcatt tgtgtttctg aagcaatgga catccctgttctggatggca 1800 

gaccgaccac tcaggacttc agcagccact ggagcagtgc aatctttacagttactgctg 1860 

atatggaaac aggagtccct gctcgcaaca acagctagga atattcactgttagtatatc 1920 

attgggccct ctggtctcct ggagacggac aatatcagca tccagtttgttcaaaatgtg 1980 

ffilE#2 004-3037188 
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tctcagggcc atgggtcagt ggctactttc ctggaaaccc aacccttatatgagcttcat 2040 

tgatggtcct ggttattaca catgacattt agcacaggtg gattgtcacagggaagttga 2100 

caaagcttca tacatcatag caggacgttt ttgggttttt tgtttgtttgtttgttttgt 2160 

ttttttgaga cagggtttct ctgtgcagtc ctggctgtcc tggaactcactctgtagacc 2220 

aggctggtct tgaactcaga aatccacctg cctctgcctc ccaagtgcaggacttcttct 2280 

gtattctcca ttcatctgtt ggtagatatg taaatagcca tttcctggctatttggatag 2340 

tgggattcct tttcctgact taaattttta ttttaggtcc aacactaattataaacatgg 2400 

ctgaagaaat tgatctcatt tctgttttta ctcttagtag tgaatgaatgtactttgaac 2460 

caagacattt attaaccagg attacaaagc tacatttcat aaaattctatatatacagaa 2520 

cctaaaacca gggaagtgtt aggggaaatc atgcaggaag ctgttaaaacttccacttag 2580 

gccaaaatta tgtttcagtg ttttgttttg ttccagtaca aagaatgcatgtaactcagc 2640 

agtgcacttg aaaaaagaca agtccttttc agtaggtgaa agagctatggcagaaagctc 2700 

ttgaaacagg ttttatgttg gaacccatct ttcatattcc aatatatatgcaaatatata 2760 

tccatttctg gccctttaac tttttcaaag ggcatacatg atagaaggcaaatgtagcct 2820 
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gttccacata tgagtttagg cagtgattaa gtgttttgca atagtattaataccatagca 2880 

ctggaactgc ctattcttct gagtagtgac ccttccttta cctgaaaatgtatagacaaa 2940 
ctttgcaact gctttgtttg gtgctggtat agagtacata cctaatgcat tgtataaacc 3000 

aataaagcat aaaatgcaaa cacagaatgg atgatagctc aagaaacttttgctatgtaa 3060 

tgaatcacct aaaaaggcag tggtttaaaa caacagtgac acattatttttcatgattgt 3120 

atattggctc taggatgaag tcgcattttt tgagagaata tcactatggctgggatagtt 3180 

aggtgtctct ttcaatgtct cttttcttcc agaatgaata ggaccagaatgtgtatgaat 3240 

gctatgcggt gtatatgtgg gacaccacgc aggtgcctgg ctcctgaggaagtcatagag 3300 

ggcttcatat ttgctggaac tggagttatg gagagttgga aatcaccatgtaggtcctta 3360 

gactcaaact tgggctgttt atttactgca agagcagtaa gttctcttaa ctagccatct 3420 

ttctagcccc attacatttt aaaagttttt tttaaaaaaa gatgtgtgtgagtgtgtatg 3480 

ctgtgattat gagctgcttg gatgctggga acagaactca ggtcttgttaaagccatttc 3540 

tccagcaacc cttcaccaac atcccacccc cacctaattc tttcttaaaacttaaactaa 3600 

atctagggtg atattacttt gttgggacta cgaatttgct taaaaaccaacaaaatccat 3660 

ggcaatcaaa tatcttagtt attagaacat gcatttaaaa gtttctacaagctgcttcaa 3720 
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aaagaataca agtgaacttg ataatatagt gtactcatcc cactatatccaaaatactat 3780 

caatgccaac ataaaaccaa tgtgaaacag aaattataac atttcttata aattctggga 3840 

atgtagtgtg tattttattc acagaacaca cttcatttca gtgctcaggagctaaaagca 3900 

gccagttgct tcagtactag acagtgcaca tgtagactga acaattggaatgcaggcaat 3960 

cctctctcca gagtaggcat gcagccagta tttttgaaaa gtgtataagaaagataaaag 4020 

gactctgcaa atcttgaagc aaagttttct atgttctacc gttttctttctttctttctt 4080 

tctttctttc tttctttctt tctttctttc tttctttctt tctttctttctttctttctt 4140 

tctttctttc tttctttctt tctttctttc tttctttctt tctttctttctttctttctt 4200 

tcgatttttt gaaacagggt ttctctgtgt agctttggct gtcctagaattcactttgta 4260 

gaccaggctg gcctcgaact cagaaatcca cctgcctctg catcccaagtgctgggatta 4320 

aaggcatgtg ccaccacacc tggctaccgt tttctttaaa gtgtagctttgggggggtgg 4380 

gggtgggggg gaccgcacat caggagacat gccattccag catatcaaaccagtgagtgt 4440 

agggcttccc gactcctagg aagcctgaat catccgggat gttgactcatcagcctgagg 4500 

tgagtgaaaa atagtgaacc aattttgcct tccaaggcat ctatttcaacgttccttccc 4560 
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ccttctccct ttctggtgac tcattctccg tgcactttta gagtccagcagaatgcaagg 4620 

ccgaaagcat tctaaacagt gagcccagag ctccgggtaa tctagcacagctgttttgcc 4680 

tacctcattc caggcctgca gtctagaaag ggagggaact tgaaagtgtcaaataaatgt 4740 

tttgtttttc tttctccttt tgaggtggtg gtagttatgc gttgggaccatgtctgaaaa 4800 

taagtctttt atttaaaaaa atccgtaaga cctaattcag tcttgttagtacctttctcc 4860 

actttttttt tttttttccc ttttcgggga ggaaactttc cactcctaggtccccaggat 4920 

aacgcccttc cacaggcttc ttggaaaact ctccgaatcc tggggccgcagcccgccccc 4980 

ttttggtaga ctaaaatccc gctgtaggca aggccaagtc cccgccccattccccaacta 5040 

cactaggtgg gggtggatcc cagctccaaa tcccgccctc cgaacgccgccaaggaagta 5100 

tggcaggctc cgcctgcacc ctatttctat tggacaagcc cgtgatccatcttctctatc 5160 

ccgcagccta ttggctctct gtcccccgcg ccagccaagc cctcccctgccgggaaggtg 5220 

agtcacgcca aactgggcgg agagtctgct ggcctctctc agttgctcatctgggcgggc 5280 
. ggcggctgct gcaactgagg acagggcggg tggcgcatct cgagcgcggaggcaggagga 5340 
gaagtcttat tgttcctgga gctgtcgcct ttgcgggttc ctcggcttggttcggccagc 5400 
ccggcctctg ccagtcctgc ccaaccccca caaccgcccg cggctctgaggagaagtggc 5460 
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ccgcggcggc agtagctgca gcatcatcgc cgaccatgga agacatagaccagtcgtcgc 5520 

tggtctcctc gtccgcggat agcccgcccc ggcccccgcc cgctttcaagtaccagttcg 5580 

tgacggagcc cgaggacgag gaggacgagg aagacgagga ggaggaggaggacgacgagg 5640 

acctggagga attggaggtg ctggagagga agcccgcagc cgggctgtcc gcggctccgg 5700 

tgccccccgc cgccgcaccg ctgctggact tcagcagcga ctcggtgccccccgcgcccc 5760 

gcgggccgct gccggccgcg ccccccaccg cccctgagag gcagccgtcctgggaacgca 5820 

gccccgcggc gtccgcgcca tccctgccgc ccgctgccgc agtcctgccctccaagctcc 5880 

cggaggacga cgagcctcca gcgcggcctc cggcgccagc cggcgcgagccccctagcgg 5940 

agcccgccgc gcccccttcc acgccggccg cgcccaagcg caggggctcgggctcagtgg 6000 

gtgagtgctg ctgcgcgtta cgcccctccc tcttttgtgt cttggcccgggggaggtggg 6060 

gacgggcagg gctgctcggg accctagggc tttgtctacg agtggcaggg tgatggcgcc 6120 

cccgctggcg ggaggcgggc agaagggtgg ggcggcctcg gaagcctgggtgccttcatt 6180 

gtttgtcggg gtttcgggga gcacgtgcac cgctgccaag tcgctggttcccattccagc 6240 

acgaagttct cgcctatcag cagctaggag tgtgttgaag aactaggatggtggattcct 6300 
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tgggctgggc tgggctgggc tgggctgggc ttggaggtgg gaatgggaaggctgtggtgc 6360 

cctaatccct ttatttaaag gatgggcgtt tgtcgaccac tctacagtttttttattttt 6420 

tagggcctgc cttccttcct gccgggcgtc gggggatccc cttgcactaatcccctgttt 6480 

ctttctccct ttattggtgg ggaactggcc gagctgctaa cgtctatacagtaacccaac 6540 

tgcggtgaag ggggagcgag cgcctccagt ggcgtggttc caggagaaaagggaaggaga 6600 

gacttttggt gaagttctgc caccgcccag ttcatttgtg tttaatgtggtgattcctac 6660 

accagcctga gaaacgagat ctgggcattt tgttccgatg gggcatagttatccagggcc 6720 

tcagttgtgc tgtaaaagaa attgccaaat ttaatggcat ctcttagcctttaaatgcat 6780 

cgagattgac ttgtagagaa aaggcaaaat ggttgacctt aaaaaggggcaaacctgtgg 6840 

attcctggtc aggaattagt tgaacttgtg gtagatttat cctgagacataatgaaaatg 6900 

ttttagggca aatgttccta tattagttag aagtttttat aagtatatgatttacattga 6960 

caaaatgcat tgaatattgt tttattgccc tttttatttt ggaaagggaaaaaatcaaat 7020 

tttataaaga acgagaatgc atcttaagta gtttattact ttgggacaaagtgtcttgct 7080 

agcaaaaagc cttttttttc tttttgtaaa gtaaggtaaa aaattaaatggtataactgc 7140 

ctgctgggaa attttcacaa cattccagat ctaggaggtt ttatttttttagagaaataa 7200 
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tatcacccca gagcttgcag tatctttttt attacaatta actcttttataatggggata 7260 

atgaatcaat agaagtgttc ctgggtaaca attcattatg ggcacactcaaaggcactat 7320 

tcaaaaacaa ctcctacagt taaagaattt agatgaagac tgccttgtcttttcattttt 7380 

attttccttt cctttttttg agggaaacta aagtagaaaa aaagtaagtattaaaatttt 7440 

aaactggaaa caatgattgg ccaaactata cttttcattt tttctactttcatagaaaca 7500 

agataaatag ttttgtcctt tgaatattga ggggactcag gcagcatcagcattttcttg 7560 

aaatactgac aaattttaga agatttagaa atactaacaa agtttagaagacaaaaaagg 7620 

aatgttgtct acccaggaat tttgtactca ttgtgttttt tggaagctttattcccttta 7680 

ttgaacacaa caacagtgag ttgtggtcat tgatagttaa ctcatcgcaatacattagat 7740 

ttcttaatgc actgaagagt ttggctattg gctggtccct attattggttacctaggaca 7800 

ctttacaaag ttctgggctt ccaaggtgtg gcagtaagca agactcatgctcccctcatg 7860 

gggataatac acaaaataag cacacaaaaa agtactaaaa atgatggtgttatgaaacga 7920 

taacagcttg aagggatgag aataactgaa acatgtgtac cctttttttttccttcttaa 7980 

aaatctattt attttatgta tatgagtaca ctgtagctgt cttcagacacatcagaagag 8040 
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ggcatcagat cccattgcag atggttgtga gccaccatgt ggttgctgggaattgattga 8100 

actcaggatc tctggaagag cagtcagtgc tcttaaccgc tgggccatctctccagcccc 8160 

atgaggaccc ttttcaaggt tgcttgatga taggaaaaag aactaaggtttgagctgcag 8220 

agaaaaaaaa atatatataa aggaattcct agggcaaaga ccctgaagcaggagtgagct 8280 

tgtttattaa ctaagattat taaggaaaac ttatgcagag tcaggtaattaggagcctct 8340 

ggggtcacgg taaaaagtat ggcttaaaga aatagtattt taggaatatg ctacttgaat 8400 

aattacattg tgattttgga gcaaaaatgt agctttgaag gtttatagatgattagaata 8460 

aagacaaagg tgaaagcact ctgtccatgg ttagaataga caaactgggagaggctatat 8520 

ataaacccct agcaactgtg tttaacactg ctatttacat tagtttttttccttaactct 8580 

gatatccttc agttagtaag ttatagtttt cctgaattgc agtatctccattgtaatgta 8640 

ttgagacctg taccttttac ttgatgacca tttttctaga aagaatggttcatttgttct 8700 

aaggaaactt agagattgat ttgaggaaag tgcagacatc agttgaccatttttctagaa 8760 

agaatggttc atttgttcta aggaaactta gagattgatt tgaggaaagt gcagacatca 8820 

gttaagatga ctaagctgat ctttagacac attggtaatg tgaatgaaagtgtgtgatag 8880 

attaactgga attctgaagg gtattaagtc aaaataaagg aatctggatcttattatcat 8940 
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actttaattc atagtctgcc gtgtcaagct gcttttatat catgaaatcaaaatggttct 9000 

tcccaaaaaa aaaaaaaaaa aagatttgtg tgcgtgcaca ggccagaaacaggagggtat 9060 

ctctcttgtt gagtacagat atttagatgt tggtatccag cttgataatgagattttatg 9120 

agttggttag tctgttttgt ttcgtttcaa aagaaaaaag atttatcaagcttctggtga 9180 

tggtggtttc aaggcatggc atctgtcatc tacttggccg aggtaaaaaccttgtagata 9240 

atgtcacagt ggtgagagcc tggactagag gaccacaatt acatggtgagacaaggaacc 9300 

tgggaggaag taggaaccag tcttggcctt ttataaccat catcttgtgagaactcaggt 9360 

tctagtagaa cctttattct tcctgggatt acaacccaga ttacaaccacttcccagtag 9420 

gctgttctct ttttgtccct gggtattgaa ttgatggcct tgtgttctatagtgaagcca 9480 

ctactgactg, actcacttct ccaacctctc cacttttaat attaatgtaagttcttttat 9540 

tttgtgactt gggggtcttt ctgccacagc ttattgaata tctggaattacaggtttggg 9600 

tatacaggcc cacctgtggt ccccacttct taaagatatg attatctattgatgtagaca 9660 

tgtgggagcc aagctctgta tagtattttt gaacagtact gaagtaatgccaaaaatacc 9720 

ttttcattag cttttctaag ttgtactctt gcagattgta cctgttggaagtgtcttgac 9780 
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tatctgtcta cagttctgtg gaatggcatt tatgtgtgtg taccttttccattttgtacc 9840 
aaagtgtctg cagaggtccg ggggatatgg ttcagtcgta gagcattgcctcaaggattc 9900 
caagtcaggg gtttgatttt tagcattgga aaaaacactg ctatccacatgccccaactg 9960 
atcaaacaaa caaatagatg cagagaattc cacagacata tagcccagta gtcctcatct 10020 
ctgatttcac tttgtgaatt tcattacttt atgttaaaag aggctaagtg gaaagattcc 10080 
aggaatagct cattagcttt aaattatatg ttgatctgat tagggtgata aattatccct 10140 
ttcccaatgt atccatgctg tctgtgttgt acctcccatt ttgtctcttt gttaggagaa 10200 
aaactagtga cttcaaatga gcttatattt aaatgagcat taaagtaatg agattggcaa 10260 
agctttaaaa ttacttccct tgattgaaac atgaaaattt atcataagtg tatttgtata 10320 
tggaagaaaa tcagtttatt tcgggtttat ttactgtgct ttcaagagtc cactgttatc 10380 
tggggatata cctcctggtt gatggaggag aatccgtgac ctttatttca cttaataatg 10440 
accccaaagt gcaaaagtag tttatctaag ctttatcata ggtgtgtggt ataggcaaag 10500 
agtatgtatg gagtttaata ctatttcaat tgcaggtgtc ctctggcaat agtaaaaaaa 10560 
aaaaaaagga tctcatgaat aagagaactg ctgtatttaa tctcttctgc tctggtagtt 10620 
atgtagatta gcctttcctg ttacaaacag tgttgctatg aacaccttta ggtattattt 10680 
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ccttggagat gaatgctgaa gggttcactg tagggttgta gaataaatcc attcaggtaa 10740 
gatttctagt tcaaaaggag cttgtataca acgttgggtg ctgacaaagt gccctataga 10800 
gcggtgacac agcttatact tccagcaaca ttgtgttaaa agaacaaatt ctttcttaag 10860 
cctttatcaa cactacattg gtaaactggt aaatagttta gcaagtagtt atactttaca 10920 
tttgtaaaaa tttctatagg cttaggttgc taagatgttt tgttctaatc attgcttttg 10980 
cctactttga gttttgattt ttatggctgc aggatcactt gagcttatat catgggctag 11040 
cttaagtttt tttttttttt taaacaaaat tattttatat gtatggttgt taggcctgtg 11100 
cttgtctgtg cacaaccgca tgcacagagg ccagaagagg gcatgggagc ccttaaaact 11160 
ggagttacag acaattgtga gctcctgtgt ggttgctggg aatcaaactc cagtctttta 11220 
aaagcagcca gtgctcataa ctgctgagcc atttcttcag cccaggtgat cagtttttta 11280 
gcatgttttt cttgaatggt tattcgtatt ctgaccacag agtatacttt tctgtgcatt 11340 
cattttttag ttagatttat catttcaaaa aatgattttt agccgggtgt ggtggcacat 11400 
gcctttaatc ccggcacttg ggaggcagag gcaggcgaat ttctgagttc gaggccagcc 11460 
tggtctacag aatgagttcc aggacagcca aggctataca gagaaactct gtctcgaaaa 11520 
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acaaacaaac aaaaaaaaaa accaaaaacc aaaacaaaac aaattgtcat aaaagtcatt 11580 
gaaagtcttt agaaaggcct tttctaattt ttttttactg ttagtacatt tatgatttta 11640 
ttttaatctt tgtttgctgc ttagttctgg agtgtgaggt ttaatataat tttcatgatt 11700 
taactccatt tattacatac tctgtctgac ctactgaaaa tggatatatc ctctgttcgg 11760 
cattgtttat atataagtac aaagttgttt taattactaa aggttttaaa taaaatactt 11820 
catgataggt ttttttaaaa atcagaatat ttattttttc atcagaatat ttatgtgtgt 11880 
ttaatatttt tttttactga ttttaaaaat ttattaatct ggatgcttct gttagaaatt 11940 
agtcaggttt attttatata tatatatata tatatatata tatatatata tatatttaaa 12000 
tttatttttt gagacagggt ctctgtcctg gacctggctg gccttgaact ctcagagatc 12060 
tggctgcctc tgcttcccaa atgctgggac caaaggcctg tgtcaccatg tctagctcaa 12120 
tttttaagtc ttaatttacc ttttcctttt acaggtaata tttatttagt gtgtgctaaa 12180 
gcatctttgt ctactccaga attgctgttt tcatcttgat gtttaatagt attagttgct 12240 
atgtttgtat taagctctat tttgaagtaa attttgctta tgggatatgg ggtgagttag 12300 
ctggcaagga gacaagatgt ctacccaaaa cagaaaagac ttactatagc tactgacagt 12360 
agtttcaata tcagcatttt ctgcagctat ggtggatttt attacagggg aggacttttg 12420 
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agctgagtga aaatgacttt ttaaaaagat ttatttattt tatgtatatg agcacactgt 12480 
agctgtacag atggttgtga gccatcatgt ggttgctggg agttgaaacc tctgctcact 12540 
ccagccccca ctcactctgc ccaaaggttt attattatat gtaagtgcac tgtagctgtc 12600 
ttcagacaca ccggaagagg gcatcagatc tcattatgga tggttgtgag ctaccatgtg 12660 
gttgatggga tttgaactca gtaccttcgg aagagcatct ctccagccct gaaaatgaat 12720 
tttttatact gtaaagcatg tatgatcttt gttgaggaag acactgatgc tgttttctaa 12780 
gtcatattca ccacaggata acctttgaaa aggtacaagc aaggacagtc agtgtccagg 12840 
ctttccactc ttacaatgta taaaatccca aaaagcccat agagaactat ttcctgaccc 12900 
tgaattaatg aacatgtccc ttgatacagg atagagattt tgtgtatctc ttgttagatt 12960 
tgtgcctaag cattttattg ttgttacaaa tgatactttt ttccaagcca ggtgtagtgg 13020 
tgcatacctt tgatcctagc actcaggagg cagaggctgg cagatctgag ttcaaggcca 13080 
gcctcagcta tatactaagt ttcaggtgag ccaggactac atagcaagtg tttttcccca 13140 
tatttgttcc tattatatgg aagtgcagtt tgagttttgt gtattatctt tgtatctgtc 13200 
ttacactctt gataagttca ctttctttct agaaatgtat atccattctg ggtcctagtg 13260 
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atacatatat tttgagtatt tttgtgttaa atcttccagc gttgccaaac cttcacagta 13320 
ttcatttaac tgatagattt gcctagtttt tttgcatgtg caatgtagtt tcccttgcct 13380 
tattagatac aattttttaa attcatcaat tatatttttg gtaggtaaat ctttaaaatg 13440 
aatgtgttaa agaagacagt atttgagttg tggacattgg tgagattgta gtaaaaaatt 13500 
gcagtaatta aaaactaaca ttttagtttt actttgtaaa gtaatggact ttaagtcatg 13560 
tgatgttttt cttgaacagt caattctgtc catttcactg ggggtaaagg aaaacaagca 13620 
ctgaatatag ggataaagta agttaaaagt ctggctatgt gacttcgagg tttcatagat 13680 
gcgatattca gacacactgg gaagaattaa gtttggccag cacagaagat actggaagaa 13740 
ctgggatgca ttgggaccat tttacagagg accttatttt agccaaggtt tgattaaaaa 13800 
atgaacaact gggaggagct tttaaatgtt tttgaccacg agaagggatg gacagctttt 13860 
tctctctcct ctcctctcct ctcctctcct cttctctcct ctcttcccct cccctcccca 13920 
ccactcccct ccctcctctc ctctcttctt ctcccccttt ctcccttttt ctcctctttt 13980 
ctcccttttt ccctgtctcc ctttcttcct taagtaatat tagtgtaatg gcagtagagt 14040 
ggaaggactt accagaaaag ttgtggcttc ctctttagca tattttaaaa taacattttc 14100 
atatatagtt gtctttatgt atatttggat atactatgat atgttatctg ctcacagtag 14160 
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cacaaatgaa attaatgatt taaaatgtaa ggtttttaac ttttttgaga tcagagcttg 14220 
ctccggttct tctgagtgct ggcattgcag acatacacac cattggttag cttttgtctc 14280 
attctgtaaa gtttggtgtt cttaatagtt ctcagaaaag aagccatttt ccccttttat 14340 
aagcttaatc agtgtatatg tcaacttcct cagaaatgca gagtgttaca tctttttatt 14400 
taaaatagcc ccctaattat agtcattcat ttgcaaaagt gagggtcttt acaaaaaaat 14460 
tactaagcta acatcaacag ctgtttttca aaacaagcga tacttttagg catttttaga 14520 
ctaaaatttg tttccccttc tgcaccagtt tgagatagat gctaatatgt tgttttatga 14580 
atgaggggct gaggaggaaa gctagaaaat caccccccag ggccacacat gggcatagaa 14640 
gacccgagat ttgaattcat atgtacctgt tgcccaccat tgcttaaaga cccaaaaggc 14700 
ctcccctcct gcgaagcatg tttaaaatga caaaacttat tttgtgatga atgaatttca 14760 
agtttagata atgaggattt tattttcttt aaattaatga tttgaaatac taacttaaat 14820 
gccttagttg gctaaatgcc aagtttttct atgggaaata ttctggtatt agttaaaaat 14880 
aagatatgtt tttaagaggt tcttgaaaaa gactggcaca attttaagtt agttcatttt 14940 

gtggctagtc ttaacaatag cttttcaatc agtgacttct aactatattg tgtagaggta 15000 
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ctattttgtt aaaaaaataa aaaaactttc tttttaaatt gcttcatcta gttgaatatg 15060 
ttggttctgc cttttgagcc caaatttgct ttttcttttt ctttcttttt tttttttttt 15120 
tccttttttg attcttcagc tgagagcaag aggatttatt gtacacaaga tacacttgac 15180 
cacaagtgag atcagaacta gtccagaatg ccaaaggcag agggccagcg ggactgtttt 15240 
ggttgtgaga aaggcagtca gtttcctcgg tgatctgggc aaggtgacat tccaggtcca 15300 
ctgagactta ttaccgacag cagcctgcag tctaacaact gtacctggct ttgagcatct 15360 
tttctgttcc tgtaggcatt gtgggtacac aagctagttt acttggacat ctgcctcatc 15420 
ttctcttgag ctgtgtttga gcctgagtat tctcctcctc tgccactttg ctctcatggc 15480 
acaagagtgt cgaggaagat ggtgctaagg ccaagcactc tttttttaac aacaaacaaa 15540 
caaacaaaca aacagcccta aaacctaata tcactgtgat ggttatcttt gttaacttca 15600 
caccacctat attcaccctg gaagagagct ttagtgcaga gctgtctata tatattaagt 15660 
tggtctgtgt gtgtctgtcc aggattgtct tagttaattg atgtggaagg acctaatcca 15720 
gtgtaggttg taccattccc tatgtagagg tccctgcaat ttctaggagt agagaaatgg 15780 
aattgagtcc aagcaagcat gcacataatt tctcttttgc tcttgactgg ttatgatgtg 15840 
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actagctgtt cctgctgtga tttctctaca attatggact ggaattgtaa gttaaatgaa 15900 
tcctttctcc cccaagttgc tttcagtgag gatgttttac tatatcagca gaaatgaaac 15960 
taggagagtc acacataaca tttaagaaat atgtacatgt tgtacatacc gcagaaaatt 16020 
tcctaagtaa ctgttggctt tctggtttgg gtgatgttct ttcctaccta tttcttgttt 16080 
tactgttttt ggttgtgact atgcttgtgg tttgtgacca gtgtctaacc aaactgttga 16140 
acctggtctt gaacatggga attcacgtga ttctcccttt tctttctttc ttgtttgttt 16200 
tttgttttgt ttttttcaag acagggtttc tctgtgtagc cctggctgtc ctggaactca 16260 
ctttgtagac caggctggcc tcgaactcag aaatccactt gcctctgcct ccccagtgct 16320 
gggattaaag gcgtgtgcca ccactgcccg gctgattctc ccttttccag tctcatgagt 16380 
aggttgggat tgtaggcatg cactgccatg cctgggttat ggagaccttt ttaaacattt 16440 
cagctttttt tttttttctc accatctatc tcatctaagg atgctgtgac attgtgcctt 16500 
gtggggattt agtcacaatt tatttagcat tatgaaatta cctatcccct gttgattaag 16560 
gggacttgga agagaagtcc attttttttt tttttttttt tttgttaact atatatatct 16620 
tttactctgt gttaatcagc attgtttagc ttgtatttag cttgtattta cttggtagaa 16680 
gtgtctttcc aagtttattg ggtcatcttt cctgttatgc tttgaattat tccaagtagt 16740 
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cctgtgctgg agtctttccc tactatatat aaaacagaag attttttagt tttctgaacg 16800 
ggtacaaaag atattatata caacgttaac cctgtaatga atactgtatt gtctacttga 16860 
gttgacagta caaaatataa gatgggtagc taaaacaaca gacgtttctc acaatgctaa 16920 
agattgagaa gattcattag cttgtcagca aggtcgattt tattgtgaga caacctcttg 16980 
gtagcttgct ttctgtgcat attctctggt atctcctctt gcgagggcag taatcacatt 17040 
gagtcagagc ctcattttca ggacctcatc taactctggt cacctcccct aagctatatc 17100 

tggacatcta atgtaggaag ttaaaaattt aacctgggaa tgtggccagg gcacaaacat 17160 
tgctgtattt tatgtaggaa agattggagc ttaattatag gagtgcctcc cgttagttgt 17220 
gaaattagtt tttgttgttg ttggattgtt tttaattttt atataaaggg gaactattac 17280 
caccattatg acaatagggt ggtatgtaaa gtaaattgta gggtataaaa tacttaaaac 17340 
aaatgagaag gcaaccaatg ataataagag tagggctgct tttatttttg agtggcattt 17400 
ggacagtggc acatgactta tcttcagtac tgttcagtac tgccatgcac tgtaagagaa 17460 
gaatataaaa gaaagtatgt aattctcaga aagtgccctt ttaaatggaa catatgctag 17520 
gaacaaatga ttacttgaaa tagttattaa tttatcatat ttaatctttt atgattaaag 17580 
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atggagtagg acaaggtttg gatacagtat attaagtgat aatactgtgt ggaaaatcac 17640 
tttggtcaaa actcaatata aacatgctgt attgcctctc aaacaatgac taacatttag 17700 
tcatattagt tactatttcc tacttccttt ctgccttact agccatttct cttaaaatgt 17760 
ggttagctca ttgtgaactt ccccttgctt agtctcttgc tttcactcct ccagcctgct 17820 
tgtatttctg ctgaggttgt attctgtttg tttttcagat gagacccttt ttgctcttcc 17880 
tgctgcatct gagcctgtga taccctcctc tgcaggcaag ttctttctgc cagcctttct 17940 
tctgtattct aactcactct aatgttaact caacagagta ctttgcattt actagaaatc 18000 
aatgttggtc caagaatgtt gtttttacaa gagagacatg gtcaggattt gattcataat 18060 
tgtaattcat aaggaattct tggactcttg gtttatattt acataatcat tcattttctt 18120 
caaatagttt gcctttgtat agccacaggc ctttatgtaa tggaatacct gtctcattgc 18180 
ctttgataat ccagtaccct gtctggcctg tgcagctggg tactcactca tcaaatctta 18240 
ctttctcttt aaactattta gaaatagctt tttctagtta gtaacacctg aagttttctc 18300 
agatttgatt tatatctcgc atagtaggta actgcctctg aaactgcaca ttattctttt 18360 
ttctttaggt actttaataa ctgtatttat agggtacagt gtgatgatcc catacattat 18420 

ffilE#2 004-3037188 


#H2 003-092923 v : 208/ 

tcattgttgc ctggtcaggg ttagccgatt agcatatcca tcatcttaga tgtttttaat 18480 
tactttgtag tgatttagag tcttcacttg gctataaaca ttgttaactg ttgtacagta 18540 
gccatgtact ctttaaaatt gacaatagtt catattttca gtaatgatcc aagtctgtat 18600 
ttattaacta aatgctattc atattcattt aataataaat gtttactaac acttttatta 18660 
atatgtcata atacttgcat tagctctgag aacattggca ttctctaatt ttcctttcta 18720 
tccatggcca cagaaaaaat tatggatttg aaggagcagc caggtaacac tgtttcgtct 18780 
ggtcaagagg atttcccatc tgtcctgttt gaaactgctg cctctcttcc ttctctatct 18840 
cctctctcaa ctgtttcttt taaagaacac ggataccttg gtaacttatc agcagtggca 18900 
tccacagaag gaactattga agaaacttta aatgaagctt ctagagaatt gccagagagg 18960 
gcaacaaatc catttgtaaa tagagagtca gcagagtttt cagtattaga atactcagaa 19020 
atgggatcat ctttcaatgg ctccccaaaa ggagagtcag ccatgttagt agaaaacact 19080 
aaggaagaag taattgtgag gagtaaagac aaagaggatt tagtttgtag tgcagccctt 19140 
cataatccac aagagtcacc tgcgaccctt actaaagtgg ttaaagaaga cggagttatg 19200 
tctccagaaa agacaatgga catttttaat gaaatgaaaa tgtcagtggt agcacctgtg 19260 
agggaagagt atgcagattt taagccattt gaacaagcat gggaagtgaa agatacttat 19320 
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gagggaagta gggatgtgct ggctgctaga gctaatatgg aaagtaaagt ggacaaaaaa 19380 
tgctttgaag atagcctgga gcaaaaaggt catgggaagg atagtgaaag cagaaatgag 19440 
aatgcttctt tccccaggac cccagaactt gtgaaggacg gctccagagc gtacatcacc 19500 
tgtgattcct ttagctcagc aaccgagagt actgcagcaa acattttccc tgtgctagaa 19560 
gatcacactt cagaaaacaa aacagatgaa aaaaaaatag aagaaaggaa ggcccaaatt 19620 
ataacagaga agactagccc caaaacgtca aatcctttcc ttgtagcaat acatgattct 19680 
gaggcagatt atgtcacaac agataattta tcaaaggtga ctgaggcagt agtggcaacc 19740 
atgcctgaag gtctaacgcc agatttagtt caggaagcat gtgaaagtga actgaacgaa 19800 
gccacaggta caaagattgc ttatgaaaca aaagtggact tggtccagac atcagaagct 19860 
atacaagagt caatttaccc cacagcacag ctttgcccat catttgagga agctgaagca 19920 
actccgtcac cagttttgcc tgatattgtt atggaagcgc cattaaattc tctccttcca 19980 
agcactggtg cttctgtagc gcagcccagt gcatccccac tagaagtacc gtctccagtt 20040 
agttatgacg gtataaagct tgagcctgaa aatcccccac catatgaaga agccatgagt 20100 
gtagcactaa aaacatcgga ctcaaaggaa gaaattaaag agcctgaaag ttttaatgca 20160 
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gctgctcagg aagcagaagc tccttatata tccattgcat gtgatttaat taaagaaaca 20220 
aagctctcca ctgagccaag tccagagttc tctaattatt cagaaatagc aaaatttgag 20280 
aagtcggtgc ctgatcactg tgagctcgtg gatgattcct cacccgaatc tgaaccagtt 20340 
gacttattta gtgatgattc aattcctgaa gtcccacaaa cacaagagga ggctgtgatg 20400 
ctaatgaagg agagtctcac tgaagtgtct gagacagtaa cacaacacaa acataaggag 20460 
agacttagtg cttcacctca ggaggtagga aagccatatt tagagtcttt tcagcccaat 20520 
ttacatatta caaaagatgc tgcatctaat gaaattccaa cattgaccaa aaaggagaca 20580 
atttctttgc aaatggaaga gtttaatact gcaatttatt ccaatgatga cttactttct 20640 
tctaaggaag acaaaatgaa agaaagtgaa acattttccg attcatctcc cattgagata 20700 
atagatgagt ttcccacatt tgtcagtgct aaagatgatt ctcctaagga gtacactgac 20760 
ctagaagtat ccaacaaaag tgaaattgct aatgtccaga gcggggccaa ttcgttgcct 20820 
tgctcagaat tgccctgtga cctttctttc aagaatacat atcctaaaga tgaagcacat 20880 
gtctcagatg aattctccaa aagtaggtcc agtgtatcta aggtgccctt attgcttcca 20940 
aatgtttctg ctttggaatc tcaaatagaa atgggcaaca tagttaaacc caaagtactt 21000 
acgaaagaag cagaggaaaa acttccttct gatacagaga aagaggacag atccctgaca 21060 

tBfE#2 004-3037188 


mm 2003-092923 ^-i? I 211/ 

gctgtattgt cagcagagct gaataaaact tcaggtaata atccatgcac cgtctcacca 21120 
acttcttggt ttactatgga atacagataa cgttttgtga cataacattt ataatgtatc 21180 
atgtctactg tgtcatgttg atgagaatct tttttactag ttcagtttta gttctgtggg 21240 
gctggaaaga tggctcagta gctaagagca cttgctgatc ttttaccctc tacaagactt 21300 
aattaagttc gcttccccat caccgatgtg gtctctcaca atcggctata cctccagccc 21360 
taagggatct gatgccctct ttgacctcta tgggcaacag acacatctga tccacatgca 21420 
cacacacgtg caggtgaaac actcatacac aaaaaatcta aaatagagaa tgattaagaa 21480 

aaaaagtttg ttctatccag gtagtacagt atagtctcaa ctgcaatcag gagttcaaag 21540 
taaaaggatt cttgtgaatt tgttgcaaaa accaagaata caaaagtttt atgttatttc 21600 
ttcccacctc acttctactt aacactcatc tttactgtag gcttttccat agttttgcat 21660 
caatgaaacc aggaaaaaat tagtaaaatt atctttcatg atgcattctt ttcttcagtg 21720 
tttcctgctg ctgtgacaag caagggatat taaaacaata ttttcatata tgtttatttt 21780 
tatcttagat atgatttcat gacaaacttg caaaagatga ccatttctgt tgcttgcttt 21840 
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tggtatttac ataaaataca ttatttttct agtgagaggt atgaggctag aaatactaag 21900 
tatagatttt tttaaagaaa gtaattactg aaacatgcta tcaatttatg aaaagctctg 21960 
tttatgtatt tttaagtgtg ggagtgctct gtctgcatgt atacctacat gccagaagag 22020 
ggcatcagat ccctttatag atggccttaa gccaccatgt ggttgctgag aattgaactt 22080 
aggtcctctg gaagagcctc cagtggccag tgttcttaac cactgagcca tctcaccagc 22140 
cctcatttat acttttgact caacatttgc tatgcttgtt ttgaatgctt ttttttaaac 22200 
ttggcattct gttagctgtg ttttctagta gcagttatgt tgtatttact tacatattag 22260 
agacagctag catcagatga gtatagaaat taattctgtt acaagaggag agtctgaata 22320 
ttcagataat gaatccggca tcatcctcct gttgggagga tatggagaga agtaccaaga 22380 
ttctgggtgc ctgtcatgtg tgcaagttag caacatgaga aacaaaggtg ggggcacatg 22440 
agaaaataaa atgggtttgg gagaagatta atttaatttg aatatattag tattgagact 22500 
attaattgag tattgagaat tattaatgcc atatctaaga aactttgaaa caacttgtct 22560 
ggctattaca tgcataattt gccatgaact tggagctaaa aattaaagcc acagatagga 22620 
acaagggaaa atcagaatgc aaagataaat gggcaacacg ttaagagcta aggattgaaa 22680 
aaggagggaa gtaagtacgt gcaaccaaga cgcagacaga ctcaattttg ataacagaac 22740 
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aagaacaaga aggaaaaatg ttagccagca gaggaatgga atatggaatc gaagaggaga 22800 
ttctcctccc cactcacttt aggagaatca gttaataggt gctaatagtt aatagttaaa 22860 
atgtacatag atgccagggt aaactctaga gtttaagtga aggggttggc tttgtagcgg 22920 
aagaaagaat actgcatgta gtgggtagaa agaaatctgt ggatgcgtat tgatactgct 22980 
agggaggatt ttgtgtctga aactgaggga cttggttgat tttaatgtta aagcagtgtg 23040 
tgaggtattt gccgagaata agttgaaaca tatttggcaa agtaactgtg aaattattcc 23100 
aactagagga agcaagggca gtgtgttaag agtttactca gggctttgtg acagcagtct 23160 
aggcaagtgc attatttatt gagctatacc ctctgcccag tgactttcaa tgtgctaaat 23220 
agtctggata tgggatcaga gaatgtaaca ggtcttattt gaggtagttc tgttttgtta 23280 
catgggccag tagaaggaca gtgagccaag agagttgaga ataataggaa tgaagtagtt 23340 
tgaagtcatt gaaatgatgg gctggcatcc aggttgaagt gaataggaag ttgatagaaa 23400 
gagagtagta gatgaagtga attgtaggtc cagattaggt ctaagaacca aaagtgttag 23460 
gaagaaaaat gtgactctta gaatgttttg ggaaacatag taagatgtat gtgttgggta 23520 
ttgagtttag aattttactg caaaagcagc tccgagacca aggtttggcc attaagaaag 23580 
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ttgctgaggc caagaggtga ccgtattgca tatgctgctt agaataatga caggatttca 23640 
ggtagacatt atggtaaggg acaagggact ggggaagtgg ttcaggaata catcacttga 23700 
taaaagtata tggccagagt tcagatcctc agtacccacc cacataaaag cttgcagcta 23760 
cagcatactg aaggcagaaa gtggacaggc ttgctagcta gactacctga gtcagtaagt 23820 
tcagggttgg gcaaaaagat cctgtctcag taaacaacct gtggcatcta tatgatgtac 23880 
ttaaatgagc acgcatgcac actccctcct cccaaggtgt aagaacaaac aaggacaaga 23940 
gtctttggta aaaggctttt gggtaactga tggggagaat agacaaaagc agtaagaaaa 24000 
gatagagtgt gacctagcca ggcttctaga atgatggtct agatcgggaa gcagcattag 24060 
atagcagcag agtacttgac ttgccttgtc tccagttgtg caaagtatgg gaaagtaagc 24120 
agccttgatt ttagaagcac cacagggaaa gcagtgtcaa agaagagttg gttgtttggt 24180 
tttttttttt tttttttttt tggtttttcg agacagggtt tctctttata gctctggctg 24240 
tcctggaact cactttgtag accaggctgg cctcgaactc agaaatccac cagaaatcca 24300 
cctgcctctg cctcccgagt gctgggatta aaggcgtgcg ccaccacgcc cggcgagagt 24360 
gaggttttaa tgaatgggaa gtgaaagaag gaatgcttta taaaaaatga aggattagaa 24420 
gagatggctc aggatcaata ggtttcaagc agcatgttaa cgtgccctag gggaaactgt 24480 
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aaacatgcat gataacacgg tgcggtaagg ctagggagaa gcaggcatat gggcagtatt 24540 
gaaatacctg tgaaatcgcc ttctaacttc atgctacctc ccaaaactca actctagtca 24600 
tatgttctta gtttgatttt ggtaaaccta ggatctatag cccctagttt ggaatgaaaa 24660 
ggattaaaga gcagcagtgc cttagaaggc taaataaaaa tgctgaggaa tgggttggtg 24720 
ctgattttta aggaaacaat atcttcaaga aaatcattta gctcaacctt ttcctccctt 24780 
gtatgtatgt agagatagag acagcatatg tgtgtgcccc tgaggttgat gttgggaatc 24840 
atctgcaacc actttctacc ttacattgaa gcaggtctca catatggcta gccagtctgt 24900 
tctagggacc ctatctctgc ttcccatatg ctgggattac aggtgggtca ctgtgcccat 24960 
ctggcttttt gtggttctaa gatggcagac tgatgcttgt ttgtgtggaa ggtgtttaac 25020 
ttctgagcca tatttatata tttagggtac tgtgtgataa tttgataact ttccagtgat 25080 
caagttagca ttcccatgtc gttttttttt tttgtttgtt tttgtttttt gtttttttta 25140 
agacagtttc tctgtgtagc tctggctgtc ctggaacttg ctctgtagat caagctatcc 25200 
tcaaattttc agaaatccac cttcctcaga ctcatgagtg ctgggttgca ccaccactgc 25260 
ccagcttgtc agtaattttt aaacttagca ttagctgcta tgtccattct cactagagga 25320 
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atagaacata atttgcattt aacaaatgtg tgtaagcctt taatcctagc acttggaagt 25380 
cagaggcagg cagattctct gagtttgagg ctagactggg ctattgtaag ttccaggaca 25440 
gccaaggcta cacagagaaa ccctgtcttg gagaaaaaaa aaaaaaaaaa aaaacaccac 25500 
caaaacaaca taacaagtgt gtatattcca taaaattcac aggaagtgtt tgtataattt 25560 
ggatgacatg aattctagtc tttctcacat ctagatagat gttgacttcc tttactgtaa 25620 
aaggaatgaa gttagattag atttttctgc ttgatatttt tcttaattac aataaacatc 25680 
tattaaaagc aggtacttat aattgctttg gcttggttgt ttgaagtact atcctgtatt 25740 
tcttttcttt gagagtgggg gagacaaaaa tctttgttct catgtaactt tggcatgcac 25800 
acacacacac aacacatggt tttgttcaag tagcttacag gctgtggtcc aggtagtcca 25860 
acaatggtta tctcttgaaa gaaaggccaa ggatctggtt ataaaactga aagtcttagc 25920 
catctcaatc ttttgcagcg ttcaggtaat tccttcagag gtcttgagtc tatgttggaa 25980 
cctcacagaa gtacattcta ataccaccag gggtattagt gccttagtaa cgggatagat 26040 
gaacttgcca gagagactga ggttaaggaa gcaaaaagca aaagcttttt atgcaggctg 26100 
gcccagattt agggtgaatc tttttccacc ttcagataat ccaggtttaa ggtgggtctt 26160 
cccatctcaa atgatcaaat caagaaaatc ctccacaggt gtgcccaact acttgggttt 26220 
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cttcagattt attttatgtg tatgagtgtt tgcttgtatt gcttctatat atgcatcaca 26280 
tgagttcctg gtgccaggga ggtcagggtg tattgactct cctggagctg gagttaaaga 26340 
tggttgtgag ctatcaagtt ggtagaggtt tttaactttc tttttggttt ttcgagacag 26400 
ggctgtatag cctgtatagc cctggctgtc ctggaactca ctttgtagac caggctggcc 26460 
tggaactcag agatccgcct gcctctgcct cccaattgct gggattatag gagagcgcca 26520 
ccacgcccag cggtttttaa ctttctttgt taggtttatt ctaagggttt tagaatttga 26580 
aacaggttct ctctgtgcag cggggtgggg aacctggaac cctccctatg taaatcagat 26640 
tggccatgag tttaattctt cccgcctcta taccctgagt gcaagattaa atgctcttca 26700 
ccacattgtt tcttgttcag tgtgcccttt gatggtatgt agacagtcta ctgtatcttt 26760 
aatgctaact ttgaatccta accattttgt agaaggtgtt tatcagatta tcagccttct 26820 
tgtggagtct cgagggtctc tgatgtatag aattgtaaca cttgaaaata ggattttttt 26880 
tcttaactac ttcctttctt atttaaatgc cttttattac cttcctgtgt gttactacca 26940 
aagccaggat ttcaagcatt tattggtcat ttgtgcttta gtttttatga attgcttgtt 27000 
taacctttgt tcatttttcg attttgatgc tctatgatct tgtttttatg tgcagggtgc 27060 
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aaagtcttct ctctctaaga tttttatgca cacatcagtg gacagtttga cttttacaaa 27120 
ggaagccgct ttctttttac tactcttaat tttattctta cttagttcca atttatttat 27180 
aattgtcgca gttattttta ttcccatcat attctgatct agcctcctgg tgccaggcaa 27240 
ccattcaact gttggatgat tgagaatagc ttttgctagt ttcccagtgg ttggttaggc 27300 
aatcaaatgc agatttgggt gttggtgcca tctagtgtgg gtaatggtaa aaccatttct 27360 
atggaatatt tgataagtaa ccatactgaa taaatgtggc tggtcacaaa atttcacact 27420 
tgttataaaa caaatttata aactattttg aattttgaca ttttgtacag aattaaatac 27480 
ttgagctatg ctataagcat tctgaaatga ccctgaagat gtgtttctgt taaggtaaaa 27540 
ggcctaatga cttaattttt aaattgtaag tttagaaata ctttgggtct ttaactcact 27600 
cactctctct ctctctctct ctctctctca catgcttgtg cattcgaggt cattgcattc 27660 
aaggtctcat atttgatgag gcatgtcagt ttgacttcac aaaggaaagc ctgtttcatt 27720 
ttttagtact cttttatttt tacttttagt tctgatttat ttataattgt ctggattctt 27780 
gcagagttat ttttattccc atcatattct gatttaacct cctggtgcaa gagaaacatt 27840 
ttcagtttct ctggatttta atattcatat attgaaattg ctatgtgatg ttgttaaaag 27900 
agtttgaaaa tgctcaattt tttgtcattt tgaatgttat tttttagatt tcaaatccta 27960 
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ttccattttt gaatattgag ttcaccattg ttgaagtact gacttttagt ccatagaggg 28020 
cattagatta cagcatatgg tagggtttat ggttgttaat gtctctcagc agtaaaacat 28080 
ctagttttgt acctctgtgt gcttagaatt ctaaaattag tttcaagact gctgtgtaac 28140 
tgtcactgtt tcatattaat aaaagattcg ggctctccat tattaataga cgtctaaatc 28200 
gtagcttccc aaaacaatat acaagcaaag taaatggctg ctctcttctc ttttctcttt 28260 
tccttccttt tccttttcct ttttttcttt tcaatcttta aaggcacagg gaaatttaaa 28320 
aggaaggaag gaaggaagga aggaaggaag gaaggaagga aggaaaagga aaggggaaga 28380 
aggggaagaa gagaaagggg aagaaggaga ggaaggggaa gaaggggaag ggaaaagcaa 28440 
aacaaaccaa aaattttgct ggcattaaaa gtaaaagaag tggaaggagt ttgagagagc 28500 
aggatgaggt gaacaccagg tgggcttact aactaggttg ttttgtttct tttttgaaac 28560 
aaacataact atataatgtt agctggcctt gaactcagag aatgctacct gactgctttc 28620 
ccaatgctgg tttaaaggtc tgtaccattc tgggctttca catctgcttt gagacagttc 28680 
tcttgtgctt aaaatccttc caaatagata caaactttaa aaaaaaaaaa aatgctcccc 28740 
aggcagtggt ggcgcatgcc tgattccagc acttgggagg cagaggtagg tggatttctg 28800 
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aattcgaggt cagcctggtt tacagagttg agttccagga caaccagggc tacacagaaa 28860 
ccctgtcttg aaaaaacaaa acaaaacaac cccaaaactc acacatgcta ctttatcaga 28920 
gatttttttt attagcaact tatttaatta tattttttct tagttaacca tgcattgtaa 28980 
aaaaaaaaaa gtgttttgac taaggtaaga gagacattga aagtaggtaa ttttagatca 29040 
tcgtactctt tagaagtgag ttggagacct tgcaggtctt tggttttatt tttttagcat 29100 
tatatttaca agtttgatct gtgactcttc ctttggcatt ctgtaaggag aaaatagaat 29160 
actacaccag atattcaaag catcacgttg ccagttggtt tgcatgtgta ttatttgagg 29220 
actattcttg agagaatttt attctttaaa ggttggtatt taaattcatt tagatgaagt 29280 
ttaatgagaa agtatgaccc ataaattgtg tactcataaa ttttgctcgt tgatttttca 29340 
gagtaaaata tttttgcttg gctaacttaa aaactgcagt tttaaaacac tgagaaagaa 29400 
gtgggtaaaa atgtcagctg gtacctatga gttagctagt tttctctata cttaccataa 29460 
attgtaataa ctaaaactaa agaattgatt atcattctgc aaaaacttaa cttaaggctt 29520 
ttaatttgct ttcttaaata aaagcttaca gtatgaaaag tacatttaat attcatatga 29580 
gtggattatt acacacacat tcttggcacc ttaaaattag cagacaagtg aagtattata 29640 
aatatgtgag ttacatatat gctgaatatg tttaccttag agaatatgta acttgaaggt 29700 
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actatttact gtcttctggt gtttttgttc tagtggagct cagattagaa cccatgcctt 29760 
gagcctgtta ggtatacact ttacgagtta actatactcc ccgtccttgt ctgtcagttt 29820 
gaaagagttc atttaaaaaa tactgtcctg gaagtattct gtattctttg aacagttttg 29880 
gatgctaaac cgttatgtga agaggtcaca caatttcatc tttgatgtaa tatggtggtg 29940 
acagtgttct cagaataatt atatcatata aggtctcagc aagtaaagtt agaaatactt 30000 
cagaattctt ttaaaattgc ttttatttat aattgtgcaa gagggactta aaaatgagta 30060 
attggcattc tgaacactta aggattttgc aaggttttgc aggcccacat aagtgagcat 30120 
atttcaggaa gatatcccca tttcagtgtg gttacagcca tgagatgcat gtacttttat 30180 
gcattgattt tatatatatt acatcttcaa atgccatacg tatttaaata tattttagct 30240 
gattaaattg gcactgttca tttccttttc tgcttaggca aatttagcat caggtaaaaa 30300 
tcagttgtag aacattagaa agacacactg gaatgactga aagtttaata aattctgaaa 30360 
aaatgggaaa ttctggaacc atttattttt atggctatta aattgtgcca ttttcatggg 30420 
gtaaatgata tagttattag tacatgaccg tttctctccc agccaaagat ttattgcaat 30480 
ggtaggtagt tgagtattta ttaaaagatt gaattggaac aggtaacaat taatctagat 30540 
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ttggaggaat ctagattttt agaaatgtaa aggaaaaaaa aacctgatca taccttccag 30600 
gatgcaaaat atgagttctc taagcctcag taaacccaga aaaaaaggca gttcacaacc 30660 
ttgaaattga agttattaac ccatttggat tagtccattt ctgtcttgtg ggttaactgt 30720 
tgattttaga gtttcaagta aaactgaaac agcagcacaa ttgaactgtc cctaataaag 30780 
aaaagtcaag tctgtgggtg cagacttagt tctgtgtgtt tcaggtatat ttagcggttg 30840 
gctctgttag agagtctttt cttttggtag ctgcctcctt ccctgcaaag gtagctccat 30900 
ttggcatgat cagcaagcaa atggctaaga caatgagcag atagaaggga aagcattaat 30960 
gtctgggtat tagcagccta gttacagatt gtactgcgtc agcttgctcc acaccccaaa 31020 
gacatcaggt gactccagtt gttcagccgg gactgcaggc ttaggttgag caaacgggta 31080 
tctcatgtct cagggagaat tttgcaattt acagcttttc tgttagtatg cataatttgt 31140 
aattgctgct ggagggcaga tcgtggcaag aaatggacga tcagaagaaa cgttggaagg 31200 
acaagggtat gtcttttaat cttttactcc tttttatgta accagtaaga tttctgtggg 31260 
taagctttgt agtttagata tactcgggat tgaaagcgga gcctgtgatc atgtaatgct 31320 
taagattaac ataaaacagc tgcttctggt gttttttaca gttgattgtg tgcaggaaag 31380 
atatcatatt ctttttcact ggtgtttggt ttagtaattt tagacgtgtc tgttgtttct 31440 
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tttctaatct tgcgcgttga aattggtatg ggattaacat ctcatttgtt ggtcactttg 31500 
gtgtgaggaa tgtataataa acattacatt cttctgtagt ctgtgatgac atttcatgat 31560 
gactttaaat aaagctcagc tggtgtgcct gagatctatc cctaggtttg taggtagcag 31620 
aattgcattg tatctttgaa aatctaaagt gaacatttga agttcttact tgaatgcatt 31680 
ttaattttta tgtaacttga aactattcag atgtatacag agttttaaat gtatccccaa 31740 
atttactaac ctttgtcctt gtaataacca attaatgatc ttgatccccg tcctccccct 31800 
tgaaaactca gatttttaaa aatctcagtg attcattgtg aagaatttaa gcctgcaaag 31860 
tagtagtaaa atatcgacta ttgaatattt caatagcact ttattatgta gcttgacaac 31920 
tgctatgtaa tgagagagag agagagagag agagagagag agagagagag accgagtaag 31980 
caagagtgag ttgtttatct gactgtctag aataagttgt cttaaaaatt gttagaactg 32040 
tttttaagtg gctgagataa acatttctgt agctgactag ctgcagtgac ctgctttaaa 32100 
accaaaacca aaaccaatca gtaaaaaaaa aatgtggggg aaaggtgatt ttaacattga 32160 
attcatatgt attcaatata aaggggaaaa cagctgtgag ctttaagaaa ggatttcatt 32220 
aaaaagctta ataaaaaagg acttttcttt agcttatcca taaatattaa aaatgaagtg 32280 
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aaccaatgtg ctagcttttg gtaagtaaaa agatacttga gataataaag tgggtgagaa 32340 
gccacagtag ggcccatcct gcaactttca agtctctgca tgaacgactt caattgtaga 32400 
gtattaaaat gttaagctct tataagataa tgtagggata taaagacaga aattaagatg 32460 
cagtagaatc tatcttttgt gatagtctta actattaaag acccttaaac aaattcagaa 32520 
tcactcttga gtctctctgc cgatcctggc tttgtttgtt tgtaaatctg gtccactgat 32580 
acttttcttc ttgtttttaa cccttgtctg agtaaatcag accaacctat tttttcctta 32640 
tctaggtgct gttacatctt agtgtttcct gtatcagctg ctaatgctaa agattatata 32700 
gtgaggttta aatcagaaac cactgagatg cctgaggtga atggtttttc cttactgtga 32760 
aaaagtgagg aacctaacct gaggtgtcta cacgggtaaa cttaaaatat atatacttac 32820 
ttagacctgg tcccccatac ctgcattctt gtgctctcag actcccttcc caaagctgtc 32880 
agtagtaaca aatattctga ttcatgtctg gctttgtttt tgttttggtg aagttttaaa 32940 
tgtgtttgct gtttgggtga tttttgtttt tgcttattag atatctagtc ctttaggcaa 33000 
agaggtatta taattggtgt tgttacagtc ttgctatttt ctgttcatta gcagaatatt 33060 
ttgacaaatg aaatctaata tttcattatt gaggttatat ggaaaactta gattaagatg 33120 
ggaagacttg cgagtctagg tcagttgggg ggaagaatga cgtaactgtc agcagcagag 33180 
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acaactacac aagtaaccca gggcaacctg caagttcttt tttagacaac accacaggaa 33240 
agaatcttag gaccaaaaga agaggttaac aggaagaggt gcctgggaag aaaatacagc 33300 
atactgtgct cacagttctc aaagaattgg aactagcagc aggcatgtgc attttggtgg 33360 
ctctcaaggt acatctcaaa ggattgctca gaaacttttt ctatacatga ggttagagac 33420 
tgtctgatat gatagttcct tggatgggct caaacctaat aagataaagt caggacttta 33480 
ggattgcacc aggggttagg acatgccctt ttgtttgtaa gtgggctttt gatgagattc 33540 
ctaaaaaatt acagatgtta agtatgttgg aattcttgat tcttagttgg taagaggcct 33600 
caccagggga aggggctcct ttcccttccc aaccccatag tctttccttc ctttccaatc 33660 
acacctgctt tagaagcact gagaagacac tgttaataca gtgactagaa tttcctgggt 33720 
agagtagact gtataggata atgttgacag atagatttgt aggctcaaag atgatagaag 33780 
gttagacggt ctaggtcagg tttcctgaag cttctctgtg gttcacaaga aagagtcctg 33840 
tgatcctatc aaaacaagct ctacagggcc tggcaatctg gtgtcatcat tttataattg 33900 
ggcagatttg gaaaacaatc tagggttcac accttagttc tagtatgttt tgattttgac 33960 
taggtatgaa actgcctctt aagtttttat tctgttgtgt gatttatagg gttccagttt 34020 

ffiliE# 2004-3037188 


#® 2003-092923 ^- *J l 226/ 

tgaggttctc tggggtttta tgacaagatg ctctgggcca ggttgtattg gtttgatgtt 34080 
taaagtaggt agtaataata agtagtggtg ggttcagaag gccatctgtg gtgtagtaaa 34140 
agccggagga gaacctagag gcctgagttt gggatgattt tagctatgcc tggacttaaa 34200 
aaagaaaacc ttgaacatca tctgaaatgg ggatgaaaag gaagtaacag atatgagaaa 34260 
aataagtgaa gaaatacttg atattcatca taggttgcag gactacatga attcgaagtc 34320 
acgatgaaca actatctatg ctcagcatca gtagattttt ttttaaagcc aaattgagtt 34380 
ctagacactt tgaatttgaa gtgatggaca tagcaagcaa tgataaagat tacaaaacaa 34440 
atgcaaagcg agggtatctt ttttaaaaaa tcgaagatag ggaaggaaag ccattagcac 34500 
caagcctaca ttaatggagc accaggaaaa gttagctcta acagcagtag gaggagtagg 34560 
agagtgtggt ctcaccacca ggacaggact ggaggtctga ggaggactgg ctgtcaagaa 34620 
actgtttaga atgaagataa agtgattgca gacgctcaga ttttaggaga aagtgcagca 34680 
ttgcccatgt ttgctagtgc ctttgtagat tgggaagctc agctggcctt tgtgagaact 34740 
ttcagtaaca ttaaaattca gtttgattat gcttaatgac aaagtggctt tgtcatcata 34800 
tctggtgcat tcttcccttg tggactcttt agggcttcct actttgcctg gaagtcaact 34860 
gccaatctta ggaagaaacc tgcttttaat tctatctaaa cttacctaaa actcagtgta 34920 
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acttggacct tcattgtgtt tttctagatt tttttttttg attgttgtta agtagcagga 34980 
ctgtgtgttg tagaaaatag agaatggctt tgggttttta ataatgaagt aaggaactag 35040 
aagattatat tatacattgt attctgtaat cttgaacaat ttagtagata tttccacctt 35100 
taaagtcact tacatcactt taatatgttg ctggttaaag tgagtaaaat taaattaaat 35160 
tctgttctta ttcatggtta ttgttcagtt aatgaaaatt ggggttaata catgcttgca 35220 
gcattgcttt tcagaaaaat tgctttgagc aacgagttat tgtttgtctg ggagccatgg 35280 
ctaaaattaa ttctgatggt tttaacttta ggaattttta tcagttttaa gtaaattaca 35340 
gaaacaggtt tgcatttttt tttcagaagt gaatgtatat atgttttcag tggttataga 35400 
gaaatataat aaaaaaaaat cttcaaggga tatggattga gaccagtggt ggaaatttat 35460 
tctgatgctt tccttattta cccctatctg aatattcgta ttttttttaa tcaggactgc 35520 
taactgatct atacttcatg tgatggctga attgaaatta tcttcttcaa gaacagttgt 35580 
aattgtgcca ttgcaagagt ttttctttgt gtttcaagtt caacttatac tgatgatcct 35640 
tggctaatta taaaggcatc ccatgactca gtcctagctt actcccatcc ccacacgacc 35700 
ctgaagggcc tgctccatca acatgcctgc tattttattt ctctgatttt acctcttaca 35760 
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ccttttcttc caatttttat tttgaccatg cagtatttaa gacacattct tcccagatag 35820 
acatgatact ggccttcttt aaactcttct tttgagttgt gacttctatt ccattacata 35880 
tgggctttat gtctgtaaca ttctttaaag gtaaaaatgg tcctttcctc ctgggcctcc 35940 
tagttggcat gcataatttt tctataaaat gacagacata tttaatggtt tactccttgc 36000 
cttgaacttt gtacatatat ttctttttaa aaatgataca tcccccccac ccccattggg 36060 
gatttaggat tctccttttt tcttaaagga gcaatgaaac aattaagact cgtaggagtt 36120 
ctgaaagata gcttagcagt tataagcact ggcttctctt gtacaggacc caggtttgat 36180 
tcccacatgg caactcacaa ccatttgtaa ctccagttcc aagttccagg gtctcctaca 36240 
tcctcttctg ccctccatag gtgccagggt tacacatggt acacaaacta aatgcaggca 36300 
aaaatacaca tgtaaaagta aatacttctt aaaaagaatt ttagatttca cctgcagata 36360 
atgagtcttg tcatttacat ttattgtaac catttagttt tatacataag gaaaccaaga 36420 
aaactaaata tgctaggtta tttgcataga ccttcaaagc tggagtatga gaccttgatt 36480 
ttatagtttg tatgagaaca accaaggagt gatgaggaaa aggctgaaaa ttggcccatg 36540 
ttgtgataat ttattcatgc atagcttact atggcagctt tttgtatgtg gtaccattta 36600 
ccacttactt tttttatttt atgtatatga gtacactata gcagtcttca aacaccccag 36660 
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aagagggcat cagatcccat tacagatggt tgcgagccac catgtggttg ctgggacctc 36720 
tggaagaaca gtcagtgccc ttaactgctg agtcatctct ccagcccctg gttctcactc 36780 
ttaagaaaaa aagagcagta gtcttagtat caactgtgga aaaaggtaga tgtggttagt 36840 
agtattactg aaacttctgc tgagcctgtg atataatttc tcttaaggac tggattccgt 36900 
acttgctgta ggaagaacat ttcaacagtc aatagaattc tctttacttt ttcttttttt 36960 
cttttctttt cttttttttt tttttaactt aatctcatct gttgctagaa tttgggctta 37020 
agggtgttga gtttaattta gtttaattgt atgcagtctt ttataactaa tttttataac 37080 
taaaaattgt caaattttgt gcaaggagtg tttaggagta agtaagtaga tagatacata 37140 
gagagaaaat acttagcttt aatttagaat ggtattacat gtatggactt tactatgaat 37200 
ggaaaattat accatggttt agagaaattg gaaatgtgaa gttagggata ttttctattc 37260 
tgtttttgta tattgatgcc cccaacatga aaattttttt atgtgtgtaa gtgtgtgggc 37320 
tctccatgtt gcagtgtgtg tgtgaagatc ggaggatgac atctatgagt cctgtgggtc 37380 
ccaggtatca gactctggtt attcaacttg ttgtcatgtg catcagtttg ccagcccgtt 37440 
ttgtattgaa agctatatga actaaataat cagtggtttg aattattaat gagtcaaatg 37500 
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tggtggtagg agcttactat tcttattttt taaaaaagtt gtttttaaaa tagggcttta 37560 
aaattgaaac ctgacttcaa gctaacttca ggctaagttg aatgtaaatt taaggaaatt 37620 
catttaagga aaatgtaaca ggatgacttg tgcatgtaac acatttgatc tagcactatt 37680 
tttagctata gcagatgaca gcctgtgatt accaaatgta ggcagctctt ctttctttgt 37740 
accaagtcag tgaaagaaaa actgggttcc tttaaattta aattttagtt aggtaaggtg 37800 
cactatacaa aataatcaaa agttttctat attttttaat tttgaaaaca aagataaact 37860 
gcagggaaat gaatctattt ttctaaatta tttaactaga ttggcataaa cccctatgtg 37920 
tttcccatag ttgtaaggga aaaatcactg ttcagttctt cttggatctt taaaaggggt 37980 
gttctatgaa cattttatat gagttagaaa cttccttata aaaacatgct ttatccaata 38040 
ttttcataag aatttcctgc atgtgagtgt gctgcctgcc tgggtatgtg tgtatcacac 38100 
gtctgcctgg tgcccatagt ggccagtaga ggagctagtc ccctgaactt catttacaca 38160 
ttgttgtgaa tcacagtggg gtgatagaaa tcaaacctgt gtgtttctaa aagagccttc 38220 
tctctagcac cccttatcag atatttactt tgtatttcct cccattttgt agattgtctt 38280 
caccttcttc attatgtcct ttgaaacaaa atattttatt ttaagaggct cagtatattt 38340 
acttttcttg tgtttatgct aataccatat gttaagaaac acagccttga agatctacac 38400 
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tttctttatt cttttaacta aattgttatt tttaacagct acccttcatg taaacatgtg 38460 
taggaatgtg tatagaggtc aaaagacagc ttatagggac taattcttgc cttctaccat 38520 
gtggggctag gagctaaaat gtcttagcaa gcttggtggc aggtgcactc agccattttg 38580 
ccaactgtct aaaagcattt tatagtttaa actccaatct ttagattttt attctatttt 38640 
gagttaaaac aatattttgt catctttaat agtgtgtttg tcatgaatgc agatagctac 38700 
tgtggctaga gtggtcagat cctctggagc tgaagttaaa gagatttggg aaccattaat 38760 
ggctgagcca tctctctacc ccataagtta acctttcatg tcatataaag tacaggaatc 38820 
taaggagtcc agtggcattc ccctgcagtt ggacatccag ttgttcttag cttccttgtc 38880 
aaattcacct gactataaat ataaaagttg attgtatttc acttatgttc ctttgtaacc 38940 
atgtatatga ctgtagggtc gggtttatgt tttgttttct ttttttgaga cagaagcttg 39000 
ctatgtagct ccaactgact tctagcttgc cattctcttg ttactgaaag ctttgcagga 39060 
aattttgcag aggagaaatg tgagcccttt aactttatta ttgttttcca ggatttcttt 39120 
ggttattcca gatatatttt ttttcagctg tcttgtcagt tcagttggag acacaagctg 39180 
ggcttttgtt ttgatggggt ttgtacttgg gactaattag aggactgtta tatgtcatcc 39240 
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aagactgtgt gatatctttc tgcttgattc agccattaat ttcttttaac tgtaagtttt 39300 
cggtttattt catttgtttt cagctatgta tgttcctagg aattaaattt ttttgtttgt 39360 
gaatgttaac tgttgttttg aaagtctgtg ttaagtcaga tgcagttggc tttgtatgat 39420 
gttgtaccca caatgtcact agacttgttt aggaattcta gttgctgttt tgtggcttct 39480 
ttaggaaatt ctaaatataa gatcatatta gcaacaaata ccttaattta tttttgtcca 39540 
atcaattcat tgcccaaatt ctggtcaaaa acttctagga catatatggg tgtgaagtgt 39600 
caaagagagg ttacccttgt cttattacta ggtttaagtg ggaagatgct agtcttgcag 39660 
catgttcact gtgattttgt agattttatt tttgatcagt ttgaggctaa ttcttttttt 39720 
ttttcttgct gttttgttga ctgtttacca tgagatgatg ttggacctaa tcagtttttt 39780 
atgcaactat tgtggcgagt gtgtcttatt cctattttgt ttttatggtg catgtgtggg 39840 
ttgttattca tatgttgcac tacctttgca ttctcagaac agatcctcct aagctatgct 39900 
gtaatctgtt tgcattgcag gattttgact tgttaatggt gttatggtga aatcactgtt 39960 
ctgtatttat acgggatgtt tatctgtact tatcctgatg tctttgtctg atttgggtat 40020 
ctgaattgaa caatcttcta aattaactaa tgatataagg ctctgatgag ttatcagagg 40080 
catgtagata tttctttgga tttttgtatc cttttttccc cccatggaga atcactgctc 40140 
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ttgggcgaat ttaatcttcc taatttaaaa aaaaagtaaa accaacataa agagtccata 40200 
tgaaactaaa atacttttga caagtatgaa aacagacaac tgtttttgct agaaatttgt 40260 
gtttttcttc tttgcagctt cactgacaaa ctctttacaa aatgggattg aaaatgtatt 40320 
agtgcttgtc acagtgcttt ggacgatgga ttctgtcctg tgtgtactta cttaccactg 40380 
tgtagctgtc tcacctcctg cctgtacttc cctaatggtc tcaagagtat ctcaacttct 40440 
gcattcctag gacttacttc agcttgacta atccatagtg tgtgctttga ggtagtcatg 40500 
tgttttcatg tggtatctgt gaactttcat gtatgacttc cagagttctt acaattattg 40560 
acaagatctg actgcatctg atcatttatt aaattatcag gcagcattgt tctttgtgtg 40620 
tatgagtgtg tatgtctctg cacatactgg tatgtggata tggaggctct aaggcagcct 40680 
tgagtggtgg tacagagaca ggatctctta ttggcctgga gctggcatat gagttggcct 40740 
tttggccaat gagccctaga atctgcctct ctctgctttc ctgacatgag gattacaagt 40800 
gttggccatt gtgctggcct ttatgtgttt gggggttggt aggtccctgt accaactgag 40860 
ttgcttcccc agtccgtggt gttcttatag taggaaatcc tactctacca ctcattgaat 40920 
ggggattaag gcagtatttt gtgattataa attgtggttg ccactagcat gagactgttt 40980 
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caagtagcac agaaatgtat aaagaaacag gtaagactta tctataatcc caatattaaa 41040 
gaagtaaaaa tatttagtag atttttttca gacttaatgg ttagacatat ttttgtttgt 41100 
tttgtttgtt ttatatgtag cccaaaatgg tttcaaattc actgttgtag cccaggctgg 41160 
ctttgttctc ttgattcttt taatactctg ttttcaagtg tcattatagg catctttatc 41220 
tttctttaca gaccagtttt tccattatac gtatactagt tttaatcaaa ttcatactac 41280 
ttttaaaagg tattttcaaa aacttgatgg gacagtgaga tagctcagtg ggtaaaggta 41340 
cgtggcaccg agtctgacct cctgaattca atccctggaa cccacatggt atagaaaaga 41400 
actgactccc acaagtatct cctgattgcc acacatgtac cgtggtatgc gcatgctcac 41460 
ttcattcaca agtacatgaa.aagtgactgt ttaaaaacct aattatactt ttttggctct 41520 
gagaagtact tgttaaataa atgtattgct cttagctgcc ctgtcattgg tgtgtaaatg 41580 
taggtatcta tgctggctag tatatgtcaa cttaacacaa gctagagtca tgtgagagga 41640 
gagaccctca attgaggaat tacttctttc tataagattg tctgcagagc attttctcac 41700 
gtagtgattc atgggagagt gcccagatca tttgggtgat gctatccctg agcttctggc 41760 
cctgggttct ataagaaagc aggctgagca agccatggcg agtatgccag taagtagcac 41820 
ccactccatg gtttctatat cagcttctag tttcagtttc ctgccttatt tgaattcctg 41880 
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tcctgactta cttcaatgat ggtctataat gtgaaagtat aagtcaaata agccctttcc 41940 
tccccaacat gcttttggtc atggtgtttc accttagcaa tagaaatcct aactaggaca 42000 
atatcctata tcttgttaat ttcacataga cattcttctt ggtctttgtg gttcatttta 42060 
catacaatga ctcttagtct atgttctgcc cattcatcaa acatgcagat gtacaacaat 42120 
ctgaagaact tgaatatgct gaccctttag tttatgcaca gggtgcttta acaatagcaa 42180 
gtctcattat atatttatca ccttccactt ctaaactgta aaaagctttt tgtacagttt 42240 
ttggtgttct cataattaca gttatgtaca attgcttgaa aagtgatatg attaggtact 42300 
tactgatttc atgaagttta tgtttggcac atagtaatgt ttctgagaag gttcagttta 42360 
aaacacttaa gcctcttata ctcagaagta tacatcttaa aaggagatct attttaaagt 42420 
tgcagcaagg cataggctaa tgccaatagt aaaagtttat tgattaggac ccactaataa 42480 
taatttgagt gtaggacttt gtattaagta ttaatcatgt tagcctctga agggaaaata 42540 
aattggaaga cttactttgt tgaagataaa acttaagtca agggaggttc aagtctcact 42600 
ttaagttaca cagttgcaga gctagtacca ggaggtgggt ctctgaactt agcctcttct 42660 
ttctactata ttcactagta tagaacctgt agattaatta aatcttgagt aatcaaaacc 42720 
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tttgaatttt ctctggtttt tacacatgga cacagacact tggaaagatc agttttaatg 42780 
taacagtgtt ggatgctctt aatgaagcac ggtgagtgca cgtgcattta tttgataatc 42840 
ttaccagtag ggatactaca aatgaacaaa tggctttgag tgctttgaga ccactcatct 42900 
ttatatgagt attttgctat aaattggaag aaaagtccgc tgattgttca gttctgggtt 42960 
ggtgttatct taaaatgtat tattgtgtat atgtatttag gcatgattgt gtggaggtca 43020 
gaggtcaaat ttaacatttg ctttcttcca cttgagtttc agggaatcat tagcaagtac 43080 
tttttccatt tattttccct gtgtggggtt ttgtttgttt gtttgttttt ttcgagacag 43140 
ggtttctctg tgtagcccta gctgtcctgg aactcactct gtagaccagg ctagcctcga 43200 
actcagaaat ctgcctccca agtgttggga ttaaaggcat gtgccaccac tgcctggctt 43260 
ctgtgtggtt tttaaagtga catgtttctg tgtaacatca tagttcaggt caataacttt 43320 
atataatgtt gaagttatcc cttttaagta cctagaaata aaggtgattt atttgggggg 43380 
gggcaatatt agtaacacaa ctaataatcc tgagtcctat attaaatact ttaacttatc 43440 
attttattga tagaaaaatc tcaattcatt ttcctcattt aatgaatccc atctcagtga 43500 
gacaattcct atttttatat atagtttaat gatgagtcta gaagcgtaga agggtttggc 43560 
aacttgcctg aggttacatt gttagtaatt ttgtgcttct gttggagtct aggtcaccta 43620 
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gctctagagc tttgactctg ggcttatata acccactgtt agagcacaca agggaatctg 43680 
acaggaatta tgctgccact gctgtctatg tcatgtcact cactaccctc actaccttcc 43740 
ttgcattccc aacagggaaa gatgacatta ttagcttcgg gtagatgtga gtcctgccag 43800 
tttccctgac tttttttttt ttttttaaat atgagtacac tgactcttct cttcagacta 43860 
cactctcttc agacacacca gaagagggca tcagatccca gtaaagatgg ttgagccacc 43920 
atgtggttgc tgggaattga actcgggacc tctggaagag caaccagttt cttaactgct 43980 
gaaccatctc tccaaacccc tggcttctta atggcagctg gattcctctg tttcagagtt 44040 
tttaaatttc tttcagcgtc ttttacctcc cacccttgat ttcctagtac agtgtaatat 44100 
ttactttaaa actttactga gtgttctaaa tcaggtagtc cttgaaaaga tatactttag 44160 
cattttagaa ttgaaaagag ccttaaaagt acatttccca gctttctgct catttcacta 44220 
ggctgacttt ctgtttttgt tttatgatct tgttatatat acctggctgg cctggcattt 44280 
gctgctttta gtctggttag cctaaaacgt gcaacactca tgctcagtct ctcaggtgct 44340 
agaatgccat catacctagc tcaatgtgag aaaactattg atattgctgt gatctctttg 44400 
ttgactgcga tgttatttac agtatcgttt tgacagcaca gattaggcta tttcaaggtc 44460 
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tggtcagtcc tcagatgcat tggtaggaac aagttgcaca catcagaact gatgtaggtg 44520 
ttaatagatg gaggttaaga tcatagtgtg aaagcaatca gtgaaacagg ctgtgggtca 44580 
tacatggaat ggatctggcc caggatatgc acatgctagg catatacact ccaagcccca 44640 
cttactaagt gcttaatata tatactccaa aggtggaatt aaacctttgt aataatactt 44700 
agtgttttat agcttacgta atttttctta caatgtactt tcagtgctaa atggaagcca 44760 
tgctcattta ggatcctggg gatcaaaacc aatgcatccc tttgaagtgt gacttttaaa 44820 
aatgttactc cctttatctt aaagttagca ggagttctac ttgagtagtt ccctatttgt 44880 
tttaccataa agtgtgtgga gtttttgttt tgttttgctg ctcctggttg gtcaccatct 44940 
agagaggtga atactgtgta gtgtgtcaaa gagtccttcc ttcagtgcac tgttgaggat 45000 
aatctcaaga gactacaagc ctgtggttat ttgagccttg cagtagcttt gtttccagtg 45060 
gccaaaagca gacatggtaa attgtctttg tctgactcta taccaaatgg tatggaatat 45120 
tgtagtatgt aagattgggg gagtgtcttg tttgtttgac agcttttgtt ttttgacccc 45180 
tgcagttttt atgacttttt tcttctgttg aaggaaatta gttttttaga tgtctgaatg 45240 
ctgttccccc tttatctttt attgtaggta acttcagtta gtactaggct aagatatcat 45300 
tttaggattt tcaaaggaga gcttctaaaa gccaagctgt aaatcttagg tgctcagctg 45360 
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ctaacatttc aatttttcac cttttttttc tatagatttt tattttattc tttttgtttt 45420 
aattaaatca tttagttaca tattttatgt atatgagtac aatgttactg tcttcaggca 45480 
caccagaaga gggcattgga tctcattaca gatggttgcg agccaccatg tggttgctgg 45540 
gacttgaact caggacctct gctcttaacc attgaaccat ctctctagcc cttcaacttt 45600 
ttaaaaaatt tgatttccta tacttatgtc ttacaatagt ccttttcgta tgtactattt 45660 
ccctgtaatt tgaatatcat gcatagtatg aagaagaaat gtctcaagat aattttaagt 45720 
gagctctgcc aggcctaaga agtatataag ggtaatttgt agctagaatg atttggtcac 45780 
tcaggaggga ggttggccca aaagaaggaa aagtacaaac ttagcatttc actgataggt 45840 
agcttatact gggtttaatg ttttagtgtg tttcctccgt gaagaacatg taaatgtgct 45900 
aaatccaaat ggttaagata gtattctaat ttcagacttc ttcttttaat ttttagttgt 45960 
tgacctcctg tactggagag acattaagaa gactggagtg gtgtttggtg ccagcttatt 46020 
cctgctgctg tctctgacag tgttcagcat tgtcagtgta acggcctaca ttgccttggc 46080 
cctgctctct gtgactatca gctttaggat atataagggt gtgatccaag ctatccagaa 46140 
atcagatgaa ggccacccat tcaggtgaga tgtttgaaaa atgaggcaac agtgtaacta 46200 
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ggattggtag tgagacttca tctcctatct gtagaattat agttgtgtga tttctttgtt 46260 
gcttagagat aatctatcaa gaacatatct gcctttgaga tttcttatgg tagaaaagac 46320 
tgggctcatt agtatttata gtagatattg gttatcacag tgaattttag aattggtgaa 46380 
gttatattgt tcttactgtt tacatttaat actatctaat actatatacc ttttccctag 46440 
tatatgttct tacctacatt tgcttcagtt tctcagggct ttatacagag agaggagata 46500 
acttcaaatt gaagcttcaa aatgacaatt atatgccatg aactattgac aaataggatt 46560 
ttaaagcagt tgtaatgaaa tacatgaaaa tgttacaaag ttctaattta tccacagtat 46620 
tagttttata tatcatttag ttttaaagaa tttttgaaga ctgccagttt cttttttttt 46680 
tttttttaaa tatttctttt tagacatacc tttttcataa aggcatttac agtcttttac 46740 
aaattcagct gacgtgccag tttaggcctg gtgaacagct tttcagttgc ctagtcatac 46800 
tggtgcagtt gaaattatac agtggtaaga gggaacagtg atgagcagca tgttaaaatt 46860 
tgtcatacaa atgtctacca ggtggcactg atgcaggatg ctctcaaaga acaagccagg 46920 
tttttttttt tttttatatt tctaggaatt gtatagacag ggctcagaag atggctttgt 46980 
gggtaagact tgtggaaaca ggagggccag agtaccacat aaaactggtc actgctatat 47040 
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ggatgtctat aacccaaatg ttggaagtca gcaacaagta aatcctggga actcactggc 47100 
cagctttgcc aaaaataatg gacttcacgt ggccccacat atacacatta aaaaaaaatg 47160 
cataagtaac ttcttgctgg tttgaaagtt gatgggaaac ttgggatgtt ttaatttgat 47220 
atttatgaat aacattggta taccagtatc tcctgctgtt gtaaagaagt ggtctaaata 47280 
gtctgccaac gtggggaact atgctgtctg cattcagagc tggatgtagc acttaataat 47340 
gtggaagagg acataaatca caccgggctc tgcggactca gctctgacca gtcttcatgt 47400 
gtgggtgggg tctgaggtga ggctagttca cgggataagt tgttatcaca ggaagaagtg 47460 
accttcgctt taggaaagaa aatagtgtga cgaccaaggc attatggttt aaaaaatgtt 47520 
ttaaaatgat tcataactta tttctagctt taacataggg agcagtggga aggtgaccaa 47580 
aattaggtat gctctctgat ggaatcagag taatacattg cttgaagtgg acatgattcg 47640 
tcatctaatc tatagagttg gaaacttgac tcagagaatt gaaatgcttt ttttgcaagc 47700 
ttacttagct agaaaatagc caatcttcta atgcttacct gagcttaacc tactctgcta 47760 
ttttaggaag ctcagatagg ctaatctggt gttgatgcag agaaaacagg cttgcacact 47820 
gatagagtat ctcagtgtgc aaataataac agatacttaa ctaacaagag tgagtgatca 47880 
ggaggcacat ttgggccata ctgcaaaggt agtagtggag atagggttgt ctcagaggac 47940 
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actgtgctag gaaataatag gattagttag gtatggtgaa tgtcatcttt gaaataatca 48000 
aatgatcatc cccaaattgt tatcttgtta aatttaacac ttcccacaca ctatagcata 48060 
caagagagca tgaaaataga gagtaaatat taccctttat ttattggtat tgccactgta 48120 
ctttaagcag ctattttaca tgctaatatt taacatttga catttttcca taaagtgaat 48180 
atggaaatga gtaggatctt tggtagcaga tcctaataag actcagaaaa taattttctg 48240 
agtgatctgg aggccaagtg tcattaaaca ttttactcat taaatcctca tgattaacgt 48300 
ccatttaaaa tgagaaaaca gttttagaag attaaatttg cacacttaga ttactaagaa 48360 
aatgatagca gttaaaattt aaaatgtctt taaaacacgc ttctatcagc ttgggggttt 48420 
tggttttgtt ttattttgtt tgagatattt ctgtagccaa agttggtttt acactagtaa 48480 
caatccttct gacttagcct ctcaagtgct gggattacac gcatgaacca ccacagccag 48540 
cttactttgg atttttataa taagtgtagg cctttatagt agattgttct acactgttaa 48600 
tctcttttat agatctgtga ttgctgattg acatgtgaga atcagtgtca gttgaggatt 48660 
ttttcttttt ttcttttttt aaagggcata tttggaatct gaagttgcca tatcagagga 48720 
attggttcag aaatatagta attctgctct tggtcatgtg aacagcacaa taaaagaatt 48780 
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gaggcgtctc ttcttagttg atgatttagt tgattccctg aaggtaagtt tattttgctt 48840 
ttcatttaca tgtatcagac agattggcaa tataaaattc tattttctct atccaaataa 48900 
atcataaaga tgaaatgaaa tcatatcaat gtaaatttag gtttgaaaac tcagtgtcct 48960 
gtgtttagat ttgtgtgaga actatagttt gacacttttc tccttcaggg aatactttaa 49020 
gaaagagaaa ttgagaagaa aattttgctt ttgattgtgg gtttaaaact caaaactcaa 49080 
gaaaagtggg ttgattctgt cttcggatgt aagttcatgc ttcatcatgt cagcatacga 49140 
agtgaaccca aataggtctc atagtgtact tcggcaaaaa agtatccaag gagctaaaga 49200 
gatctgcaac cctataggtg gaacaacatt atgaactaag cagtaccccg gagctcttga 49260 
ctctagctgc atatgtatca aaagatggcc tagtcggcca tcactggaaa gagaggccca 49320 
ctggacaggc aaactatatg ccccagtaca ggggaacgcc agggccaaaa aatgggagtg 49380 
ggtgggtagg ggagtggggg ggagggtgtg ggggactttt gggatagcat tggaaatgta 49440 
aacgaggaaa atacctaata aaaaaaaaaa gagtaaggca gaatgttttc ctttagaggc 49500 
gacaggtaat aaacacttca tcatttaggt gacactctac agggaagggt cttcctgggt 49560 
gaatggggct ccactacatg agactgcttt cagcatgtat atgggtatca cagattccag 49620 
ttgtttatga gtccaggata tttgtcttaa aattcaccaa aaatgtaagc agtcctcaag 49680 
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tggttgtggg cgaggcatga tgacacatgc ctttaatttc accactcaga gagcaaagtc 49740 
aggggggctc tctgagaggt caaggttagg tcaaagtctt ggtatcaaat aaaataaata 49800 
aaaatagatt gtagcactca agagtctgag tgaagtttta caggtagtat tgcctttcta 49860 
aagagagttc ctgcatgtta actttatatg tgtggttgtg tttatctatc atagtttttg 49920 
tttctatgga aaagcaatgg tgttccttct gggaatggac tcctaatttg aatttttttt 49980 
aaaggtgcta tgagcttttg actggaattg ctttgatttc tagttaataa aatggaaaca 50040 
ttttaatttc tagaaaacaa attgacataa tagacaaact ctgtagcttt gacaacagtt 50100 
tttaaagaaa catttgcaag cagtttatct catacattat cagctctctt aggtgtcctc 50160 
agtttataga atggtagatt ctaggtccca gtatcactta catttgaaac ctctgtaaat 50220 
atttgagtca ctcttgcaaa cacaatgcag caacccctcc cctgttccta ctccctttaa 50280 
acttcctttc ttctttccct ccagaatgag ggaagagttt ctttgcgttg tcatcaaaga 50340 
aataacagat tccagggctc tgccttcagt cagcacctga gatgaactga ccacatgaat 50400 
gtacctggtt tattcctggt agttgacttg ggcaaatgaa aataggatat attgtcacaa 50460 
gttctgtact aacttcctgt ctgcttgctt cctttgtttt gctcctctga aataaaattt 50520 
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aagattttta atcctagaca agatttcaag tatcatctat aaagtaatca attatccatt 50580 
ttcctatttt atgggccaag tcagtcacct ttgaaataat tcttgatcca ttgagaaagt 50640 
agcttagaca ttaaatactg tctacgtttt agggctattt attcagtttt aacacattgg 50700 
gtcttaagat gggcggtggt attataggca gaggaaagta gatctctgag ttagagtgct 50760 
gcccagtcta gggtaagttc caggacagcc agagctgtac agagaaaccc tgtcttgaaa 50820 
aactaaaagc aaaaacaaaa aacaaacaaa aaaccccagc aaaaccaaac aaaataccga 50880 
gaaaacattg ggtcttccac tgctgcagca ttgcccaggc tggctctgag caccacagat 50940 
gggtagtaca agtatcacct ggtgctgtga tagggatgtt tcttatttgg ctaaggatta 51000 
agtaagtatt tttgtgatta atctgtgtaa ggatctttgg tgaggactct tgttctaaaa 51060 
agcagttttc attcatggct gcacattgga gtcaagtgag gaggtatatt ttatataaat 51120 
ttatctggga aagtgaagga actggagttt ccattccctg aaggtctgat ttaatttatc 51180 
tgagaacatt gaatgggtga tgactgtttt agaaagctat ggcataaccc tatttgtccc 51240 
tacctccagc ctgaccgtct gtcctccccc tccctcttcc ctccctccct ccctccctcc 51300 
ctccctccct ccctcccttc ctaaatgtat atcataccta ttggggtcat ctttggcacc 51360 
cctagagaga agcttgaagc tttaacggga aagctcctac cttgtaagcc aggaatgtgc 51420 
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acacaaatcc tctccctcgc cccccatgta tgtttgtgta tggagggaac gcattcttgg 51480 
atacttagga ggctgaggct gggaaccact tgaagccaga ttaacactac catctccaaa 51540 
aagttgggat cttgcccgtt gaaacaccaa gtccaaaaat ttcatctaat agggactaag 51600 
actgggcaat tttagtgagt tcttatgtat gcctgtagca aggcattggg tgctaaagac 51660 
tagattttat atgatagtag atctctgact tttagtgaaa aattgttcta gttgaagttg 51720 
cctgatatgc aattatgttt taggatatga ttttttcttt ttattggttc tttggtcaca 51780 
tcatataccc cagttccact gatttccctg ccctctggcc ttgcaaattt ccttccaaaa 51840 
taaaatttaa aataaaacaa agcatagaaa acatctcact gtgaaagcca tagcgtgccc 51900 
cacagtatac ccttttgtcc ttacatcttt acttgcaaat gctcatttca gtgagtcatt 51960 
gcagctttgg atctgcagga ccagccctgt caagtgctcc atcaggtcat tgaggaggtc 52020 
aattttggag tgggccaact cagagcccta gttctgggct tgagtgatgt ctgagctggt 52080 
ctgttggccg ggtgagctct ctagcacctg caccaatagg gcaagctctt cagcattctc 52140 
ccagctagct cacccagtgt tgtaactggt gaggagcaga gccaactctc ctgctctcgt 52200 
gaccctgggg tcagctcttc tgactgctat aggttgtgag aaggtggagg gcatcactcc 52260 

ffiSE# 20 0 4- 3037188 


2003-092923 ^- v : 247/ 

agtgcccaag gcacctcatg gcaggcaagt ggtggggcta gctcttcagc actcatgccc 52320 
tcaggtaggc tcacccacag ccagggccag ctctactgta ccttacctaa gtgaggtaca 52380 
gagcctcagg atataatctt aagtctgggc agagggtcct gcactctaaa aatagctgat 52440 
gcaaaagaac attcaaaggc tcttatgctg ctgtgttaac atgtacattt cagtatgtat 52500 
gttttctgac atgtttcgtt gacttagaaa aaaattgaag gaaaatgtag aaacagtcaa 52560 
gggaatacta gaaaatgggt taatgtttct agaaaaggta aaataataat tttcattgtt 52620 
ttcaagtttt taagtagcca aaattgtcaa agtatctgaa aatctattgt gtgcccctct 52680 
attttcctta aatatgtgtc tttcaccaaa taaagctcta cagagttttt aataaggcgt 52740 
gtttaaactt tattccctta tactcgtgga gaaaaggcaa tgccctctcc ccatgtgtat 52800 
tgcatttcca tacacttggc ttgttgcagt cctagtactg tcaatagaga acatgacaga 52860 
caagcttgtt ctcagacact ggccatagct gagaaatcct tttcagagat ctacacccag 52920 
gcataacctt gatttgtgac ttagatgaag aaaaaacttt cagggtgagg tgataggaag 52980 
tacaatttat taaaattaag gccaagtggc cagaaaggaa gtgctttctt ttctcccatt 53040 
gttgaaagct agaccgtgac tagaagtaga agggcagtgt gtccttcctt cccatgctct 53100 
ctgttctgag ggaaggcagt tctgctctat catggcttct aaagaaagtg aatcaactcc 53160 
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catttttggt ccttaggttt ctgaagtaag acaataaata aagactgact ttactgggtt 53220 
ttcaaggtct gtgcctgtta gactggcatt taaatgtata tgtttcagaa gaaagtttaa 53280 
ttttgcttat catgggctct tgtttgatta cagtttgcag tgttgatgtg ggtatttact 53340 
tacgttggtg ccttgttcaa tggtttgaca ctactgattt taggtaagtc tacaaaaaga 53400 
ttgacaagca cttagggaca tttttagaga atatctttat tgtaagaaaa aaaaataaaa 53460 
atgtgagatt gggagatgtt taagtagctg atactgtttt attgaaatgc tatgttagct 53520 
cctgaagact actccagcta acagctgcct taggtgcact cttgagctta aattggggaa 53580 
gctgtatttt atagaatctc tgtgatgtga tttgaagcta agcatggttc cttcagcaca 53640 
tgcaggagaa tgtgagcatt tcccaggcct caggagaatg tcaacattta tgtaggcttt 53700 
aagagtactg tctggttacc ttgattacta ttggcttgat agtatgatgt tgactcctag 53760 
aatggtacca gtcttctttt tttttttttt tttttttaat ttatttttaa agctctgtgt 53820 
ttactttttc agctctgatc tcactcttca gtattcctgt tatatatgaa cggcatcagg 53880 
taatttctta actgtggaga ttgcagaata tagagctcac tcttattata aaggacttag 53940 
agctagtctt tagtttgttg gtatgtagta ctgattgata ttctttggca atattaattt 54000 
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tataatgctt ttatcctctt ttctcaggcg cagatagatc attatctagg acttgcaaac 54060 
aagagcgtta aggatgccat ggccaagtga gtatgccctg cagccttctt accaagggcg 54120 
agaccatcat ccggcagtgt ccttctgagg ccagcattaa ctctttttaa tgcttttttt 54180 
taaaaaacat taggcaaagg tggaaaatta gtttgtattt tggtagcttt atgattctct 54240 

aaataatata cagcataacg ttttttaaag aagtgggaaa caaacacaaa atttgacatt 54300 
tttctttttt catttgtaga atccaagcaa aaatccctgg attgaagcgc aaagcagaat 54360 
gaaaaggccc caaacagtag acattcatct ttaaagggga cactcccttg gttacggggt 54420 
gggcgggtca ggggtgagcc ctgggtggcc gtgcagtttc agttattttt agcagtgcac 54480 
tgtttgagga aaaattacct gtcttgactt cctgtgttta tcatcttaag tattgtaagc 54540 
tgctgtgtat ggatctcatt gtagtcatac ttgttttccc cagatgaggc acttggtgaa 54600 
taaaggatgc tgggaaaact gtgtgttata ttctgttgca ggtagtctgg ctgtatttgg 54660 
aaagttgcaa agaaggtaga tttgggggca ggaaaaacaa cccttttcac agtgtactgt 54720 
gtttggttgg tgtaaaactg atgcagattt ttctgaaatg agatgtttag atgagcatac 54780 
tactaaagca gagtggaaaa atctgtcttt atggtatgtt ctaggtgtat tgtgatttac 54840 
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tgttagattg ccaatataag taaatataga cataatctat atatagtgtt tcacaaagct 54900 
tagatcttta accttgcagc tgccccacag tgcttgacct ctgagtcatt ggttatacag 54960 
tgtagtccca agcacataaa ctaggaagag aatgtatttg taggagcgct accacctgtt 55020 
ttcaagagaa catagaactc caacgtaacc gtcatttcaa agatttactg tatgtatagt 55080 
tgattttgtg gactgaattt aatgcttcca aatgtttgca gttaccaaac attgttatgc 55140 
aagaaatcat aaaatgaaga cttataccat tgtgtttaag ctgtattgaa ttatctgtgg 55200 
aatgcattgt gaactgtaaa gcaaagtatc aataaagctt atagacttaa aacctttgtg 55260 
tttagtgttt tagtttcatg aatgcacagc aaaaacacgg tggtaggctt agagagtgga 55320 
cacatggtaa catgctttta gaaaggtttt agttcatgaa acagcttaag aacaaagaat 55380 
atatttacat agtgagattt atttgactca taacaaaagg ttttaaatta ttttatactt 55440 
tgaaaataaa ttcatgcacc aatattttaa cagaatacag tgcaagattt atgaatatac 55500 
ataaaattac accatataaa ttttacaaat aagactttca aagtctttat aacagacact 55560 
attgctcttc aaatatatac atatatcatt gattagtcag ttgttcatcc acatggttac 55620 
ttaatgcaag atctgtctga atgaaatgtc agtagtacaa gacaggcaga cacagtgatc 55680 
actcagcatc accaggtaca gaaaacagaa tcagggctgc atagggctct actgaggacc 55740 
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cagcaacctg ctagtgggtt gatgtaaggc attaataagt tggcgtgtaa aatagcttaa 55800 
tgtgtaatct aattctttta gaatgctgaa gcacttctgt ggtaaatgtt gataatctat 55860 
tctttaactg aaaatgctta tttcaacctt tctctaaaat ggcaacttca tataactaga 55920 
aactcaaggt ctagaatttt agtgcacaga ctggaaggac tcggtggtgt gtgtactcac 55980 
gactccaact cccatcagcc ttcttaacta atagtcgtca agtcacattc tgtccgacaa 56040 
ctgactggag aaactcaaat actccttaca gtggggaata tgttcaagag gtttttaaaa 56100 
atctgaattt accctgcatt aatcatctga aatgagcaga gccaagccag tcctacccaa 56160 
gagggtgtaa actaaacagc aagacagctc actcgtcaca ctggagcttt ccctgctttc 56220 
cgtgttgcta ctttctgtgg agctggactc ttctttgctg ctcaccttat aactgctttc 56280 
ctagagcagg acatagtggt gaatttgcta atcccatagc cctcctcagt tttgaagttt 56340 
tagcaccatg tgaaggaaga agacgacatg ggaggtgagg cagcagccca cacaactggg 56400 
aactttgaag gcacttaatg gatataaaac tgcaaatgaa acttttaaaa attaacattt 56460 
taaaacttgt ttatacatgg ctcatttagt tttgaaagct aaatgtggca aacagggtat 56520 
ttctgtactt aagtgcttcc aacttacatt gtgtccagtg aacattctta aaatacatag 56580 
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aaacagaata gcaaaacacc tttgtaaaag tcttaatgca aattaaacgc tacatattgg 56640 
ttagggtaat tgaggatgta aattttatct gtgggctaca tcatcccaat tttgccgtta 56700 
gtgaagttac aataagtata ggttttagtc tccagaacag aagcaaacag tcttagtatt 56760 
cattcttggc atcaccatct tgcaaagttc agattatgag agtcctacaa catctctgtt 56820 
cagagcttgt gtgtcccaca gcagttggcg tcgaggaggt gcccctgcac tgcctacaag 56880 
tagcttggga gaagcagcca tagtgcacgg ggttccagtg tttacagaca tcgccacaca 56940 
aatacactga aaggcaaacg acatttttgt gtggtcagat actataatgc tgccaagtgt 57000 
tccagactga aaagtgtaaa cccattgcag cctactctcc ttccccgtca tcacttgggc 57060 
tttttttgtt tttttttaag gttttttttt gggggggttg gggtgaataa ggttttacta 57120 
tgtagtctga ggattataga tgtgagccac catgtctggt ttactgttct tttttggaac 57180 
agttctttga tgtgtgtctc ccttagactc cttttgctgc tttgagcatt tgtgcataat 57240 
gaagtcactg gagacttggc agcccaacct cacactatct gtcctgtgac tattgaagag 57300 
ggttgagtgt gtttgaatgg agcccttttt acatgttata caccatgtcc tcaaggcctt 57360 
atgcttttaa gttactttaa gtcttgtttg taaacagaag tcactttgta tttcctgcac 57420 
tgggctggcc agttcgttta ggccttttct tcccaacttg ttctgtttgg ctggtactgt 57480 
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ttggaatgaa tgttcattat tccaaaggaa ctggtgtaag taagtactac cccaagcaat 57540 
aatccccgca atagctagca cagtgagctg gaggtggctc agcaggcagg ccatcacggc 57600 
gcactgtgtt ctttataggt gcctctctta caatttgact cagatcacta aaaacatcaa 57660 
aatttatttg taatagttta aaattaattt tgtgcctgta cacatacacg tgcaagctca 57720 
atttcaaggg tgggttctct gcactcaggt tatcaggctt gctagacccg ttttactttt 57780 
tcagctaccc ctgagttttt attaaacaaa aacaatattt ggtaatgtaa taaaaccttt 57840 
aaatatattg aaattgagtt atagaatgac ctggtcctgt cctctccata tgctaggaaa 57900 
ccctctccta cctcagaaag aggcttgcag acctatgggt taggttggaa gggttccttc 57960 
cttctaaaac aatggcttcc aaaccatgct tcaggccaaa taacctgcat atttcacctg 58020 
acggccaaaa gctgccttgg ctctttgtcc aaatagctcc ttggacttgg gccatggact 58080 
ggccctaaga ctcagcatct cccgtttctc atggcaactc atttgcctcc actatttctt 58140 
agtgtcacta aaggctccat gttattagca tctttaaact taagaagatg ttattagcat 58200 
cattaagcta ggctggcaat tctcaaggac aaatgggtga aggttgattt aacctgattc 58260 
tcagtgattg tttctactaa agttagccat tccagatttc ttaccctgtg cctctcgccc 58320 
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cccagcaatg tttagctgtc atagaacctg agctcagcca atcccaggag agccctagag 58380 
gggacacggg cctgccaaaa tttgttgaga acgccaacaa cagaatatgg taggaaattt 58440 
ttggttttcc cctaaaaact cgtgaaattt ctttcttatt gttccatatc agacccttcc 58500 
tgtgtccctg gcagagcctg gcccacagga caccccaact agcagaactg cccgaggagc 58560 
caaccaaatt aatctggtac aacctgcagt cgtctcctcc tgtgctgacc acatacttgt 58620 
catcggaaga gaagcggatg ttcgtcacat gagcagagtg accaaagtaa cgtttgtgct 58680 
tggcctgtga ggaaaagcaa acgcagcggc tgagcacatg ttgaccccag taacttgttg 58740 
ggttattgat ccaccagctg ccccacttcc agaagccccc actgctctgt gtgcagaagg 58800 
ccttgatgag aagggtgcct gccgtggcct tgcactttcc cttactctta aggctgtaga 58860 
cttctctccc ctgatgccca ggctcaagtc tcaacagtaa gcactgcact ttccaggtgc 58920 
atcaatcagc cacccttgct gatttccctg cctgatttct tccccaactt tgtggccatt 58980 
tgtccattca ccaggggcaa gccaaagccc catggggctg gatccatgat aactgaaggt 59040 
catctatatg actgtatagg agcatggtcc ggagacagct caggaggact cacgaatttt 59100 
tctgtgcatg gaaaatcaaa gagcttcagc agcccgaagt catcccctgt gacaatgttc 59160 
aagccagcat gggtcacaca tgcacagttg acatcagcct tgtctgcgtt tcgtggccag 59220 
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attccaatga cttcatctcc gagaacactg ttccaagagg aaaaggtatt aggaagatgg 59280 
gacatagttt cctagggttg ttgtcccctc ctaaggtaaa aagtagatag gaattgtagg 59340 
tcatttggtc acgtgggcac accctgctct gcattttcac caccaggcac agcccttccc 59400 
caactcccct acattccaga aagaaaactt ttattttatt ttttcttcct tatagttcca 59460 
ctgaatatgt atgttggcaa ggacagagtt cctgtacctt ttatctttag gttactagaa 59520 
gcttcattgt tgctgggctt ggcaaaacat ttgaacttgc tgaatgtggc ttggggttgg 59580 
tacgaatgat taaacaaaaa gaaagccctg atcgcataaa atcctcccct aagccagtgt 59640 
ctagcagctt tgcatcctcc cccactgaga aaagacagtt tcatctcagc tcttcctatc 59700 
ctggccatca caaacccaga ggcagagctg gggcctcttc ctcaaccaga gttctcttca 59760 
tttaccttgt ccaggaagcc caggtgatct tctcaacaac catggcttca gttacttgct 59820 
tccccagggg aacttcatgt acttggcgct tataggctcc tgttgacacc tgcaagagga 59880 
gaggaactga gtccatctgc ttcctcagtt ccacagactc tcttggctgt ctttcccaac 59940 
actaactctg ccccagttac gcttttcttt aaatccaaac tcagctcctg gctacaaagc 60000 
caataaacag tccgttgccc cacagcccat gctaaaattc ataggtaggg tgtgttctac 60060 
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ctccccaacc cctgtcaaca cacaacagcc tatgttaaaa ttcagagtat cttctatcca 60120 
tttctacccc caccacgagg gatggtgaac atgtcaagtg ccctcttgga gtctcctaaa 60180 
ggaaactggc cactgttttc acattaaagg acacttgcca gtgtcttaca tcctaggtct 60240 
cttctctccc catggggatg gtgtctctac ccatgtcacc agggttttcc ttgagttcat 60300 
ggaaagatcc taaatctttc ccacctcagg ttttcaatgc agatggcttg ggacagaaat 60360 
cctgccccct ttgttaactc cctcctacag ggcagacatt gctcagccta acgaatgctt 60420 
ttttagaagg gaggcaggtc taagttgagt gcctcttcag atgctgcctg acaagctaca 60480 
ctttgccttg actgtcagtc cttgccttct ccatggaagt gtgataagct ccagaagaaa 60540 
tgaacatact atatctatcc aaaagcctgc ctagctgagg ctttgttgga tacatttgaa 60600 
aaa t gaat at aagt t 606 1 5 

<210> 10 
<211> 1162 
<212> PRT 
<213> Mus musculus 

<400> 10 

MetGlu Asp He Asp Gin Ser Ser Leu Val Ser Ser Ser Ala Asp Ser 
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Pro Pro Arg Pro Pro Pro Ala Phe Lys Tyr Gin Phe Val Thr Glu Pro 
20 25 30 


Glu Asp Glu Glu Asp Glu Glu Asp Glu Glu Glu Glu Glu Asp Asp Glu 
35 40 45 


Asp Leu Glu Glu Leu Glu Val Leu Glu Arg Lys Pro Ala Ala Gly Leu 
50 55 60 


Ser Ala Ala Pro Val Pro Pro Ala Ala Ala Pro Leu Leu Asp Phe Ser 
65 70 75 80 


Ser Asp Ser Val Pro Pro Ala Pro Arg Gly Pro Leu Pro Ala Ala Pro 
85 90 95 


ProThr Ala Pro Glu Arg Gin Pro Ser Trp Glu Arg Ser Pro Ala Ala 
100 105 110 


SerAla Pro Ser Leu Pro Pro Ala Ala Ala Val Leu Pro Ser Lys Leu 
115 120 125 
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ProGlu Asp Asp Glu Pro Pro Ala Arg Pro Pro Ala Pro Ala Gly Ala 
130 135 140 


SerPro Leu Ala Glu Pro Ala Ala Pro Pro Ser Thr Pro Ala Ala Pro 
145 150 155 160 


LysArg Arg Gly Ser Gly Ser Val Asp Glu Thr Leu Phe Ala Leu Pro 
165 170 175 


AlaAla Ser Glu Pro Val He Pro Ser Ser Ala Glu Lys He Met Asp 
180 185 190 


LeuLys Glu Gin Pro Gly Asn Thr Val Ser Ser Gly Gin Glu Asp Phe 
195 200 205 


ProSer Val Leu Phe Glu Thr Ala Ala Ser Leu Pro Ser Leu Ser Pro 
210 215 220 


Leu Ser Thr Val Ser Phe Lys Glu His Gly Tyr Leu Gly Asn Leu Ser 
225 230 235 240 
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Ala Val Ala Ser Thr Glu Gly Thr He Glu Glu Thr Leu Asn Glu Ala 
245 250 255 


Ser Arg Glu Leu Pro Glu Arg Ala Thr Asn Pro Phe Val Asn Arg Glu 
260 265 270 


Ser Ala Glu Phe Ser Val Leu Glu Tyr Ser Glu Met Gly Ser Ser Phe 
275 280 285 


Asn Gly Ser Pro Lys Gly Glu Ser Ala Met Leu Val Glu Asn Thr Lys 
290 295 300 


Glu Glu Val He Val Arg Ser Lys Asp Lys Glu Asp Leu Val Cys Ser 
305 310 315 320 


Ala Ala Leu His Asn Pro Gin Glu Ser Pro Ala Thr Leu Thr Lys Val 
325 330 335 


Val Lys Glu Asp Gly Val Met Ser Pro Glu Lys Thr Met Asp He Phe 
340 345 350 
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Asn Glu Met Lys Met Ser Val Val Ala Pro Val Arg Glu Glu Tyr Ala 
355 360 365 


Asp Phe Lys Pro Phe Glu Gin Ala Trp Glu Val Lys Asp Thr Tyr Glu 
370 375 380 


Gly Ser Arg Asp Val Leu Ala Ala Arg Ala Asn Met Glu Ser Lys Val 
385 390 395 400 


Asp Lys Lys Cys Phe Glu Asp Ser Leu Glu Gin Lys Gly His Gly Lys 
405 410 415 


AspSer Glu Ser Arg Asn Glu Asn Ala Ser Phe Pro Arg Thr Pro Glu 
420 425 430 


Leu Val Lys Asp Gly Ser Arg Ala Tyr lie Thr Cys Asp Ser Phe Ser 
435 440 445 


Ser Ala Thr Glu Ser Thr Ala Ala Asn He Phe Pro Val Leu Glu Asp 
450 455 460 


His Thr Ser Glu Asn Lys Thr Asp Glu Lys Lys He Glu Glu Arg Lys 

ffiiE# 2004-3037188 


465 


#H 2003-092923 
470 475 


261/ 

480 


Ala Gin He He Thr Glu Lys Thr Ser Pro Lys Thr Ser Asn Pro Phe 
485 490 495 


Leu Val Ala He His Asp Ser Glu Ala Asp Tyr Val Thr Thr Asp Asn 
500 505 510 


Leu Ser Lys Val Thr Glu Ala Val Val Ala Thr Met Pro Glu Gly Leu 
515 520 525 


ThrPro Asp Leu Val Gin Glu Ala Cys Glu Ser Glu Leu Asn Glu Ala 
530 535 540 


Thr Gly Thr Lys He Ala Tyr Glu Thr Lys Val Asp Leu Val Gin Thr 
545 550 555 560 


SerGlu Ala He Gin Glu Ser He Tyr Pro Thr Ala Gin Leu Cys Pro 
565 570 575 


SerPhe Glu Glu Ala Glu Ala Thr Pro Ser Pro Val Leu Pro Asp He 
580 585 590 
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ValMet Glu Ala Pro Leu Asn Ser Leu Leu Pro Ser Thr Gly Ala Ser 
595 600 605 


ValAla Gin Pro Ser Ala Ser Pro Leu Glu Val Pro Ser Pro Val Ser 
610 615 620 


TyrAsp Gly He Lys Leu Glu Pro Glu Asn Pro Pro Pro Tyr Glu Glu 
625 630 635 640 


AlaMet Ser Val Ala Leu Lys Thr Ser Asp Ser Lys Glu Glu He Lys 
645 650 655 


GluPro Glu Ser Phe Asn Ala Ala Ala Gin Glu Ala Glu Ala Pro Tyr 
660 665 670 


IleSer He Ala Cys Asp Leu He Lys Glu Thr Lys Leu Ser Thr Glu 
675 680 685 

ProSer Pro Glu Phe Ser Asn Tyr Ser Glu He Ala Lys Phe Glu Lys 
690 695 700 
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Ser Val Pro Asp His Cys Glu Leu Val Asp Asp Ser Ser Pro Glu Ser 
705 710 715 720 


Glu Pro Val Asp Leu Phe Ser Asp Asp Ser He Pro Glu Val Pro Gin 
725 730 735 


Thr Gin Glu Glu Ala Val Met Leu Met Lys Glu Ser Leu Thr Glu Val 
740 745 750 


Ser Glu Thr Val Thr Gin His Lys His Lys Glu Arg Leu Ser Ala Ser 
755 760 765 


ProGln Glu Val Gly Lys Pro Tyr Leu Glu Ser Phe Gin Pro Asn Leu 
770 775 780 


His He Thr Lys Asp Ala Ala Ser Asn Glu He Pro Thr Leu Thr Lys 
785 790 795 800 


LysGlu Thr He Ser Leu Gin Met Glu Glu Phe Asn Thr Ala He Tyr 
805 810 815 
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SerAsn Asp Asp Leu Leu Ser Ser Lys Glu Asp Lys Met Lys Glu Ser 
820 825 830 


GluThr Phe Ser Asp Ser Ser Pro He Glu He He Asp Glu Phe Pro 
835 840 845 


ThrPhe Val Ser Ala Lys Asp Asp Ser Pro Lys Glu Tyr Thr Asp Leu 
850 855 860 


Glu Val Ser Asn Lys Ser Glu He Ala Asn Val Gin Ser Gly Ala Asn 
865 870 875 880 


Ser Leu Pro Cys Ser Glu Leu Pro Cys Asp Leu Ser Phe Lys Asn Thr 
885 890 895 


Tyr Pro Lys Asp Glu Ala His Val Ser Asp Glu Phe Ser Lys Ser Arg 
900 905 910 


Ser Ser Val Ser Lys Val Pro Leu Leu Leu Pro Asn Val Ser Ala Leu 
915 920 925 


Glu Ser Gin He Glu Met Gly Asn He Val Lys Pro Lys Val Leu Thr 
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930 935 940 


Lys Glu Ala Glu Glu Lys Leu Pro Ser Asp Thr Glu Lys Glu Asp Arg 
945 950 955 960 


Ser Leu Thr Ala Val Leu Ser Ala Glu Leu Asn Lys Thr Ser Val Val 
965 970 975 


Asp Leu Leu Tyr Trp Arg Asp He Lys Lys Thr Gly Val Val Phe Gly 
980 985 990 


AlaSer Leu Phe Leu Leu Leu Ser Leu Thr Val Phe Ser He Val Ser 
995 1000 1005 


Val Thr Ala Tyr He Ala Leu Ala Leu Leu Ser Val Thrlle Ser 
1010 1015 1020 


Phe Arg He Tyr Lys Gly Val He Gin Ala He Gin LysSer Asp 
1025 1030 1035 


Glu Gly His Pro Phe Arg Ala Tyr Leu Glu Ser Glu ValAla He 
1040 1045 1050 
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Ser Glu Glu Leu Val Gin Lys Tyr Ser Asn Ser Ala LeuGly His 
1055 1060 1065 


Val Asn Ser Thr He Lys Glu Leu Arg Arg Leu Phe LeuVal Asp 
1070 1075 1080 


Asp Leu Val Asp Ser Leu Lys Phe Ala Val Leu Met TrpVal Phe 
1085 1090 1095 


Thr Tyr Val Gly Ala Leu Phe Asn Gly Leu Thr Leu Leulle Leu 
1100 1105 1110 


Ala Leu He Ser Leu Phe Ser He Pro Val He Tyr GluArg His 
1115 1120 1125 


Gin Ala Gin He Asp His Tyr Leu Gly Leu Ala Asn LysSer Val 
1130 1135 1140 


Lys Asp Ala Met Ala Lys He Gin Ala Lys He Pro GlyLeu Lys 
1145 1150 1155 
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Arg Lys Ala Glu 
1160 


<210> 11 

<211> 582 

<212> DNA 

<213> Homo sapiens 

<400> 11 

atggctgcca tccggaagaa actggtgatt gttggtgatg gagcctgtggaaagacatgc 60 

ttgctcatag tcttcagcaa ggaccagttc ccagaggtgt atgtgcccacagtgtttgag 120 

aactatgtgg cagatatcga ggtggatgga aagcaggtag agttggctttgtgggacaca 180 

gctgggcagg aagattatga tcgcctgagg cccctctcct acccagataccgatgttata 240 

ctgatgtgtt tttccatcga cagccctgat agtttagaaa acatcccagaaaagtggacc 300 

ccagaagtca agcatttctg tcccaacgtg cccatcatcc tggttgggaataagaaggat 360 

cttcggaatg atgagcacac aaggcgggag ctagccaaga tgaagcagga gccggtgaaa 420 

cctgaagaag gcagagatat ggcaaacagg attggcgctt ttgggtacatggagtgttca 480 

gcaaagacca aagatggagt gagagaggtt tttgaaatgg ctacgagagctgctctgcaa 540 
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gctagacgtg ggaagaaaaa atctggttgc cttgtcttgtga 582 


<210> 12 

<211> 193 

<212> PRT 

<213> Homo sapiens 

<400> 12 

Met Ala Ala He Arg Lys Lys Leu Val He Val Gly Asp Gly Ala Cys 
15 10 15 


Gly Lys Thr Cys Leu Leu He Val Phe Ser Lys Asp Gin Phe Pro Glu 
20 25 30 


Val Tyr Val Pro Thr Val Phe Glu Asn Tyr Val Ala Asp He Glu Val 
35 40 45 


Asp Gly Lys Gin Val Glu Leu Ala Leu Trp Asp Thr Ala Gly Gin Glu 
50 55 60 


Asp Tyr Asp Arg Leu Arg Pro Leu Ser Tyr Pro Asp Thr Asp Val He 
65 70 75 80 
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Leu Met Cys Phe Ser He Asp Ser Pro Asp Ser Leu Glu Asn He Pro 
85 90 95 


Glu Lys Trp Thr Pro Glu Val Lys His Phe Cys Pro Asn Val Pro He 
100 105 110 


He Leu Val Gly Asn Lys Lys Asp Leu Arg Asn Asp Glu His Thr Arg 
115 120 125 


Arg Glu Leu Ala Lys Met Lys Gin Glu Pro Val Lys Pro Glu Glu Gly 
130 135 140 


Arg Asp Met Ala Asn Arg He Gly Ala Phe Gly Tyr Met Glu Cys Ser 
145 150 155 160 


Ala Lys Thr Lys Asp Gly Val Arg Glu Val Phe Glu Met Ala Thr Arg 
165 170 175 


Ala Ala Leu Gin Ala Arg Arg Gly Lys Lys Lys Ser Gly Cys Leu Val 
180 185 190 
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Leu 


<210> 13 
<211> 1145 
<212> DNA 
<213> Mus musculus 

<400> 13 

atgtccaatc ctggtgatgt ccgacctgtt ccgcacagga gcaaagtgtgccgttgtctc 60 

ttcggtcccg tggacagtga gcagttgcgc cgtgattgcg atgcgctcatggcgggctgt 120 

ctccaggagg cccgagaacg gtggaacttt gacttcgtca cggagacgccgctggagggc 180 

aactttgtct gggagcgcgt tcggagccta gggctgccca aggtctacctgagccctggg 240 

tcccgcagcc gtgacgacct gggaggggac aagaggccca gtacttcctctgccctgctg 300 

caggggccag ctccagagga ccacgtggcc ttgtcgctgt cttgcactctggtgtctgag 360 

cggcctgaag attccccggg tgggcccgga acatctcagg gccgaaaacggaggcagacc 420 

agcctgacag gtaaggacag agaagagaag gagaaagatc ctgcaagaggcctggagagg 480 

agaggccacc atttgaggat ggcctttaca gagaacattc cagcccttccccaccaccaa 540 

gccattccat aggcgtggga cctcgtgggg ctcagaggaa cagttgatccaggcattttt 600 
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ctctgcagtg accgaaatgc ccaggatagt gtggtgattg gcagtagagctctaagaagg 660 

gagccgggct gaagagatgg ctcagcactt actcttgctg agggcctgagttcgattccc 720 

agcaccggaa atgacaactt cctataacta actctgggcg ttgggggatctaccctctct 780 

agagccctgt ccctctgacc aggaggtgtt gtgccctgtg gctgtggcttttccccacga 840 

tgagccacat gtcccttaga ctctggggaa tgatgtcctt ccccttggcatctggcctga 900 

catctgttct ctctccacag atttctatca ctccaagcgc agattggtcttctgcaagag 960 

aaaaccctga agtgcccacg ggagccccgc cctcttctgc tgtgggtcaggaggcctctt 1020 

ccccatcttc ggccttagcc ctcactctgt gtgtcttaat tattatttgtgttttaattt 1080 

aaacgtctcc tgatatacgc tgcctgccct ctcccagtct ccaaacttaaagttatttaa 1140 

aaaaa 1145 

<210> 14 

<211> 159 

<212> PRT 

<213> Mus musculus 

<400> 14 
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Met Ser Asn Pro Gly Asp Val Arg Pro Val Pro His Arg Ser Lys Val 
15 10 15 


Cys Arg Cys Leu Phe Gly Pro Val Asp Ser Glu Gin Leu Arg Arg Asp 
20 25 30 


Cys Asp Ala Leu Met Ala Gly Cys Leu Gin Glu Ala Arg Glu Arg Trp 
35 40 45 


Asn Phe Asp Phe Val Thr Glu Thr Pro Leu Glu Gly Asn Phe Val Trp 
50 55 60 


Glu Arg Val Arg Ser Leu Gly Leu Pro Lys Val Tyr Leu Ser Pro Gly 
65 70 75 80 


Ser Arg Ser Arg Asp Asp Leu Gly Gly Asp Lys Arg Pro Ser Thr Ser 
85 90 95 


Ser Ala Leu Leu Gin Gly Pro Ala Pro Glu Asp His Val Ala Leu Ser 
100 105 110 


Leu Ser Cys Thr Leu Val Ser Glu Arg Pro Glu Asp Ser Pro Gly Gly 
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115 120 125 


Pro Gly Thr Ser Gin Gly Arg Lys Arg Arg Gin Thr Ser Leu Thr Asp 
130 135 140 


Phe Tyr His Ser Lys Arg Arg Leu Val Phe Cys Lys Arg Lys Pro 
145 150 155 


<210> 15 

<211> 10 

<212> PRT 

<213> Artificial 

<220> 

<223> Artificial Sequence 

<400> 15 

Gly Gly Trp Lys Trp Trp Pro Gly He Phe 
1 5 10 


<210> 16 
<211> 3259 
<212> DNA 

<213> Rattus norvegicus 
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<400> 16 

cagctccggc gggcagcagg cgctggagcg catcgcagtt cagctcagcgcagcaccatc 60 

ggtctgcgga gcggactgag ctagaagcgg agcgctgacg ccggaggcgtgcaatgagga 120 

gggcaggtgc tgcctgcagc gccatggacc ggctgcgcct gctgctgctgctgattctag 180 

gggtgtcctc tggaggtgcc aaggagacat gttccacagg cctgtacacccacagcggag 240 

agtgctgcaa agcctgcaac ttgggcgaag gcgtggccca gccctgcggagccaaccaga 300 

ccgtgtgtga accctgcctg gacaatgtta cattctccga tgtggtgagcgccactgagc 360 

cgtgcaagcc gtgcaccgag tgcctgggcc tgcagagcat gtccgctccctgtgtggagg 420 

cagacgatgc agtgtgcaga tgtgcctatg gctactacca ggacgaggagactggccact 480 

gtgaggcttg cagcgtgtgc gaggtgggct cgggactcgt gttctcctgccaggacaaac 540 

agaacacagt gtgtgaagag tgcccagagg gcacatactc agacgaagccaaccacgtgg 600 

acccgtgcct accctgcacg gtgtgcgagg acactgagcg ccagttacgcgagtgcacgc 660 

cctgggctga tgctgaatgc gaagagatcc ctggtcgatg gatcccaaggtctacgcccc 720 

cggagggctc cgacagcaca gcgcccagca cccaggagcc tgaggttcctccagagcaag 780 

accttgtacc cagtacagtg gcggatatgg tgaccactgt gatgggcagctcccagcctg 840 
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tagtgacccg cggcaccacc gacaacctca ttcctgtcta ttgctccatcttggctgctg 900 
tggtcgtggg ccttgtggcc tatattgctt tcaagaggtg gaacagctgcaaacaaaata 960 

aacaaggcgc caacagccgc cccgtgaacc agacgccccc accggagggagagaaactgc 1020 

acagcgacag tggcatctct gtggacagcc agagcctgca cgaccagcagacccatacgc 1080 

agactgcctc aggccaggcc ctcaagggtg atggcaacct ctacagtagcctgcccctga 1140 

ccaagcgtga ggaggtagag aaactgctca acggggatac ctggcgacatctggcaggcg 1200 

agctgggtta ccagcctgaa catatagact cctttaccca cgaggcctgcccagtgcgag 1260 

ccctgctggc cagctggggt gcccaggaca gtgcaacgct tgatgcccttttagccgccc 1320 

tgcgacgcat ccagagagct gacattgtgg agagtctatg cagcgagtccactgccacat 1380 

ccccagtgtg aactcacaga ctgggagccc ctgtcctgtc ccacattccgacgactgatg 1440 
ttctagccag cccccacaga gctgccccct ctccctcggg gatggcccaa cggtcagaac 1500 

ggagcatctc tgtgcagggc ctctgtgttc ccactcctga ctccgttgctgctcccgagg 1560 

gggcccttgc ttctgaccac cctctcctca gcaagagaga gagagaggaccacccgagcc 1620 

tgacttgctc catttccatc tcaggccttt ccttcctttc tacacattagctgtgtcaga 1680 
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tctgggggtt tgacactagg agaagggagc gggggcaccc ctaagactcaggaggtactg 1740 

aagaaccaga gccatggact ccacactgtg aaccggagaa caaggggcggggcattgtgg 1800 

taggctagac cttccttagc ccctcccttc tcccctctgg ccaaagaagaggattacgga 1860 

cctatctgag ctgaaagcag gtttggaacc cagcccacac ttctctctca cacacaggat 1920 

ggtaaaaccc agagaaaggc agggactgac ctaggccacc caaccacaggaagaacaaat 1980 

gaaggctgat acactccgtt tctgaatgag ggcgtcaagt gtgcttgttgacagggatgg 2040 

cgtgactttc agggaaatat ctggaagcca tgtctgcccc gccctcaaccacttccaggc 2100 

ccctacccaa cccttgtgca gatgaactgt ttgttcaagg gctggtccattggtctattc 2160 

tgatggagtc aagctaaggg ctcaggctta tccataaggc atttgtggagagatgaatct 2220 

gttagtgcgc tcattcttgg cataagcctg aagccaacac ggcccttaatgtcagccctc 2280 

ggggtcagga accaaggact cccaccccac aatccaacac tatactacattacacacaca 2340 

cacacacaca cacacacaca cacacacaca cacacacaga tatcttgcttttctccccat 2400 

ggctcttttg gggctgagac tagatcctgc tgggagtcac tgccagtgagagatccggag 2460 

gggacagagc tgagcttcat ggggctgtct tcctcgcccc cgggtctggcaggccaagaa 2520 

tgactgcatc tgagctggtg tctgtcttcc aatggcctgt gcgtggaggaaatgctccca 2580 
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ctcctcccct tcttgaagct gcccccagaa gactacagtg caaaagagcagactggtgtg 2640 

agaacacaag aaaaagcaga tgctggccct gcagtctgtg gcagctttctcctcagcttc 2700 

aaggcccctg caaaggacgg atttcctgag cacggccagg aaggggcaagagggttcggt 2760 

tcagtggcgc tttctcccgg ctccttggcc tgttctgttt tgcttgctgttggaatgagt 2820 

gggcaccccc tctatttagc atgaaggagc cccaggcagg gtatgcacagactgaccacc 2880 

atccctcccc acccagggtc cacccaaccc ggtgaagaga ccaggagcattgtacgcata 2940 

cgcgggtggt atttttatgg accccaatct gcaattccca gacacctgggaagtgggaca 3000 

ttctttgtgt atttattttc ctccccagga gctggggagt ggtggggggctgcaggtacg 3060 

gtttagcatg tgtttggttc tgggggtctc tccagccttg ttttgggccaagttggaacc 3120 

tctggccctc cagctggtga ctatgaactc cagacccctt cgtgctccccgacgccttcc 3180 

ccttgcatcc tgtgtaacca tttcgttggg ccctcccaaa acctacacataaaacataca 3240 

ggaggaccat t aaat tggc 3259 


<210> 17 
<211> 425 
<212> PRT 
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<213> Rattus norvegicus 
<400> 17 

Met Arg Arg Ala Gly Ala Ala Cys Ser Ala Met Asp Arg Leu Arg Leu 
15 10 15 


Leu Leu Leu Leu He Leu Gly Val Ser Ser Gly Gly Ala Lys Glu Thr 
20 25 30 


Cys Ser Thr Gly Leu Tyr Thr His Ser Gly Glu Cys Cys Lys Ala Cys 
35 40 45 


Asn Leu Gly Glu Gly Val Ala Gin Pro Cys Gly Ala Asn Gin Thr Val 
50 55 60 


Cys Glu Pro Cys Leu Asp Asn Val Thr Phe Ser Asp Val Val Ser Ala 
65 70 75 80 


Thr Glu Pro Cys Lys Pro Cys Thr Glu Cys Leu Gly Leu Gin Ser Met 
85 90 95 


Ser Ala Pro Cys Val Glu Ala Asp Asp Ala Val Cys Arg Cys Ala Tyr 

ffiliE#2 004-3037188 


<Wm 2003-092923 


^-v? : 279/ 


100 105 110 


Gly Tyr Tyr Gin Asp Glu Glu Thr Gly His Cys Glu Ala Cys Ser Val 
115 120 125 


Cys Glu Val Gly Ser Gly Leu Val Phe Ser Cys Gin Asp Lys Gin Asn 
130 135 140 


Thr Val Cys Glu Glu Cys Pro Glu Gly Thr Tyr Ser Asp Glu Ala Asn 
145 150 155 160 


His Val Asp Pro Cys Leu Pro Cys Thr Val Cys Glu Asp Thr Glu Arg 
165 170 175 


Gin Leu Arg Glu Cys Thr Pro Trp Ala Asp Ala Glu Cys Glu Glu He 
180 185 190 


Pro Gly Arg Trp He Pro Arg Ser Thr Pro Pro Glu Gly Ser Asp Ser 
195 200 205 


ThrAla Pro Ser Thr Gin Glu Pro Glu Val Pro Pro Glu Gin Asp Leu 
210 215 220 
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Val Pro Ser Thr Val Ala Asp Met Val Thr Thr Val Met Gly Ser Ser 
225 230 235 240 


Gin Pro Val Val Thr Arg Gly Thr Thr Asp Asn Leu He Pro Val Tyr 
245 250 255 


Cys Ser He Leu Ala Ala Val Val Val Gly Leu Val Ala Tyr He Ala 
260 265 270 


Phe Lys Arg Trp Asn Ser Cys Lys Gin Asn Lys Gin Gly Ala Asn Ser 
275 280 285 


Arg Pro Val Asn Gin Thr Pro Pro Pro Glu Gly Glu Lys Leu His Ser 
290 295 300 


Asp Ser Gly He Ser Val Asp Ser Gin Ser Leu His Asp Gin Gin Thr 
305 310 315 320 


His Thr Gin Thr Ala Ser Gly Gin Ala Leu Lys Gly Asp Gly Asn Leu 
325 330 335 
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TyrSer Ser Leu Pro Leu Thr Lys Arg Glu Glu Val Glu Lys Leu Leu 
340 345 350 


Asn Gly Asp Thr Trp Arg His Leu Ala Gly Glu Leu Gly Tyr Gin Pro 
355 360 365 


Glu His He Asp Ser Phe Thr His Glu Ala Cys Pro Val Arg Ala Leu 
370 375 380 


Leu Ala Ser Trp Gly Ala Gin Asp Ser Ala Thr Leu Asp Ala Leu Leu 
385 390 395 400 


Ala Ala Leu Arg Arg He Gin Arg Ala Asp He Val Glu Ser Leu Cys 
405 410 415 


Ser Glu Ser Thr Ala Thr Ser Pro Val 
420 425 

mil 

mite. P 75NTRfc Rh o GDI £<Dmmb&ftfe'e$>&o 

A) h7>^7x^ > Lfc2 9 3 TM&frbM&LltmMtoXm^it, p75 
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NTR^Rho GDIitzl$RhoA£<vmm$L&m%o p7 5NTRft^ 
j3V>T, #lR h o GDI»<toT, Rho G D I V 
y t * g cT)^/^ h K & o tz o 

B) f7^7x^ h£ttfcNl E-l 1 5«^*5tt^»p 7 5NTRj:Rh 
o GDItfzl$RhoAt<Dfflm / tm^ni-&, MAGi5J:^Nogo<7)M 

*;p<0. 0 1 Ufi-f>b©t^) o 

c) ^m~^-v>frbmmLtzmmM*m^tz^ P 75NTR^ R ho g 
d i t<Dmm%L>mm 0 MAG^mmm^xvN 0 s o ^mm^x-m 
mLtz 0 

[H12] 

i2(i, p7 5NTR^R ho G D I t m%£;'£r1r2> £ t 

a) p7 5 NTR i:lIx.GST-Rho GD Hf:l»x.GST-Rh 
o Atomm^mm^o ffimp 7 sNTR^^Wnf^ >A*fe7rn 
-7,^ffiv^T^$tt7t«^<^^^^^ y hMClotl^o #lG 
S Ttrfc-ft:^ ioT, m^^O Rho GDI O^fc**^ S> jfcfc * o f; a 

b) Rho GDI tp 7 5NTR^ffeSEHfl:i:oni^&|ftiJt»o -<9^3c 

c) f7>X7x^ h L£2 9 3 TlffllS^OR h oA077-f-f-f-itfto 
p 7 5 NTR^gf ^|jp 7 5 NTR iCDOliflli, RhoA« 
4fc£3lf&-t&ri*, i5My^^^<t!p7 5NTR|j, RhoA^ttlt 

[IH3] 

S3ti. P 7 5NTRfRho GD Iilt^fitnii^to 
a) p7 5NTR ( i N R h o A©^7->^ ^ l/tf F^lKli^^o 3 
0^T'3HtlGDP^)Rh o A-frhV>mm*m^t%> Z<0* M<Otfet) 
*\ WmVfZo G ST* nttzlt-O*^-*/ a >mffi%LZ, n>ho 
-)Vt LtfMl/:o i^^97li, ^U:ll«3 H -GDP«i 

tBiE# 2004-3037188 


#jH 2003-092923 


^-z? : 283/ 


<D¥*Q±3'?<D&2.LfcmXkfrtt,0>S. E. ZtF-To *. P<0. 0 1 

b ) p75 NTR HDIi, ^f>tf>nt'Rho G D I fett & 0 R 
ho GDIfc^MtfeRhoAOGDP/GTPXRBOS^ p7 5NT 
R HD©^P&T*fettlWfcT' , Cft3feLfco C 3 H] GDP fflWT yJz^KiS 
V^T. Rho GDItt^MfcU [ 3 H] GDP-R h oAfrb<D [3r] 
GDP«^ R h oAC^L/; [3r] G D P <Dimm*fflfeir2> £ fc 
iotT'yb-f L/r c [3 5 s] GTPy Ste^T";^ t:^»t, Rho G 
DUMMlf:GDP-RhoA^O [ 35 S] GTP 7 S«^ Rh 

0 AKjpg^Lfc [35 s] GTPySCfitt^tiifc^iotTy-b'fL 
£o 1^ GST-p75 N TR HD; 6E9£n GSTo *. p<0. 01 ; 

c) p7 5NTR(i, Rho GDim&Zm.W'r&o Db l-?*mVtzRh 
oAOGDP/GTP^R^^t/; 0 [3h] GDP — RhoA — Rho 

GDII^fr (5 0nM) 9 0 nM G S T-D b 1 43 J: &mZ*ifcWkM 
OGSTl^Wft^y^^- h b/Co GST-p75NTR 
HD ; GST;fi=^GST-p75NTR ICD a p<0. 0 

1 ; (^fa-f>^t^) o 

d) Rho GD I (DMm^it, MAG^i^N o g o*«lt^« 
L t^/« - a - n > <7)ttt^fe#S fcfcH" & R h o GDI (^^j^: Sr > SHE 

LfZo 2fe ; hn-;v-/7X5 K4/ittR ho GDI y^*^ K*fl§v>T— 
jfttt^ h 7 y * * h Lfcft^^«01i^o MAG, MAG-Fc (25 
/ig/ml) ;Nogo, Nogo^f F (4//M) ;Rho GDI, my 
c^MtRho GDI-eh5^7inUiJ&. f-^li, ¥^iS. E 

. -?&&o r^fu^^ii, jKti-±o^r*tt*^-t-. * ; P <o. o 1 Ufa 

[0 4] 

m4ii, Pep5Hho GD I t p 7 5 NTR fc offiBlffeffl S: & £ 
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a) p 7 5NTRi«£GST-P e p 5 tKOmftftMo 

b) Pep5li, P 75NTRtRho GDUO^^MTO<)^af 

c) /M^a-n>^?,ilL/:»^ffl^^ p75NTRt Rho G 

o 

[05] 

0 5l±. Pep5(i, p 7 5 NTRol^^f^ V> hftt,5 0 

a) MDRG-a-n>^ N o g o ^7°^ K<7)^Tf £(i;£MET-e 2 

^znzmm-f&^jfu-j-frffifc (t u j d ^je^-c^s^l^o no 

go. Nog o^-f^~ K|Pep5, TAT-Pep5 Q 

b) DRG-a-n>«»I„ MAG, MAG-Fc ; HD, p 7 5 
NTR HD m&3 6 8-3 8 1) KMiBi-^^^ K ; p 7 5 (+/ + ) „ 
m&M ; p 7 5 (-/-) , p 7 5NTR&^£^#|£^rr;z>^* 0 -r*- 
*ti N ¥^+S. E. -c*5 0 MftJi03mtt£^1% * ; p 
<o. oi Ufa-r/fottS) o 

c ) ^«l/M65- > N o g o K<O^Tl tziiWft&TX" 2 4 

d) /hi-a-n>o«i#I 0 7*-*l±, ^±S. E. "C*4 0 T-X 

tn^tt> mY±.v>tt&*m-t. * ; p< o. 01 ufa-^hott 

36) o 

e) /M-a-D>t<7)Rh oA077^if 'f-itHo Nog o^T^K ( 
4 M M) iSXZnAAG-F c (25^g/ml) (4, R h o AO©ttft£gN&L 
% — TAT-Pep5 (l^M) ti, £*ikO^*fc^fc*fc!SLfc 0 

[El 6] 

p 7 SOv'^/HS&jglfrfcjjtto 
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a 


FLAG-p75 
HA-RhoA 

IP 


;*I^:p75 
l&ffi:Rho GDI 

>*l^:p75 


J±J:p75 


3glidB:Rho GDI 


+ + 
+ + + 


<- Rho GDI 


<- RhoA 


IP 


+ + + + + 


&tij:Rho GDI L 


i" J <- Rho GDI 


<- P75 


8fc»:p75 
&iiJ:Rho GDI 

>±l^:p75 
&tii:RhoA 

&ffl:Rho GDI 


/ / / 




HVhD-Jt NGF MAG Nogo 
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[12] 
a 


?tl^:p75 
&{±J:GST 


</" ^ ^ <^ ^ 


<- gst 



Hill 

1S/SSS/A 





274-425 

-406 

-390 

-375 

-363 

RhoGDI 

+ 

+ 






-^3 




RhoGDI 


<- RhoGDI 


t- m as 

q. w/ssxi 


r 

! jvvjvmv van** 


'•T^^ GTP-Rho 
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>» :GST 


p75 


4- GST-Pep5 


Pep5(jiM) 0 0 0.1 1 10 
Rho GDI + + + + 


»:p75 
&ttl:Rho GDI 


Rho GD 


□Vho-MjuM) o o 1 10 

Rho GDI - + + + 


4- Rho GDI 


TAT-Pep5 
MAG 


&tB:Rho GDI 


0 0 10nM100nMlnM 
+ + + + 


<- Rho GD 


<" P75 


TAT-a>m-* 

MAG 


0 100nM1(xM 
+ + + 


Rho GDI 


p75 
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